AESTRACT : 

Nucleotides cf nucleosides or ▼ bases ▼ having known cytorc::ic 
activity are reacted with steroids, preferably corticosteroids, 
to form/ corresponding cytotoxic T nucleoside ▼ -corticosteroid 
phosphodiester ▼ analogues ▼ of the formula: ##STR1## wherein: 
steroid is the residue formed by removal of a hydrc::yl hydrogen 
atom from a natural or synthetic adrenal corticosteroid 
containing the characteristic 

cyclopentanophenanthrene nucleus which is esterified to the 
ohosphate moiety at the 21-position; 

'sugar is a naturally occurring pentose or deo:-:ypentc se in the 
furanose form, preferably ribose, deo::yribose, ly::ose, ::yiose 
or arabinose and especially ribose, deo::yribose cr arabinose, 
which is esterified to the phosphate moiety at the 5 '-position 
and ▼ covalently T bonded to the heterocycle moiety at the 
l f -position to form a nucleoside; and heterocycle is a purine, 
pyrimidme, hydrogenated pyrimidine, triazolopurine or similar 
nucleoside * base ▼ . 

The conjugates exhibit an enhanced therapeutic inde:-: as compared 
to the parent, nucleoside or * base T compounds, and are thus 
useful cytotoxic, antiviral and antineoplastic agents. 
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1. 5,Ic9,?4I, Dec. 8, 1992, DNA sequences coding f:-r the DR 
.beta. -chain locus of the human lymphocyte antigen oomple:: and v 
polypeptides, diagnostic typing processes and products related 
thereto; Bernard F. Mach, et al., 5 3 6/ 2 6.1; 4 35/ 69.2, 91.1, 
91.41, 17 2.2, 2 4 j. 2, 24 0.4, 252.21, 2:2.33, 252.34, 254.11, 2 54. : 
[IMAGE AVAILABLE] 

VS PAT I JO: e, 16 9, 941 [IMAGE AVAILABLE] LI 2 : 1 of 

ABSTRACT : 

Z'NA sequences coding for the DR- . bet a . -chain locus of human 
lymphocyte antigen comple:-: and diagnostic typing pro-cesses and 
products related thereto. DNA sequences that code for the 
.beta. -chain DR locus are useful in simple and efficient typing 
processes and products and for expression of polypeptides 
displaying an immunological or biological activity of the 
antigens of the HLA-DR . bet a . -chains for use in diagnostic, 
preventive and therapeutic agents. 

2. 4, Sic, 5 -:7, Mar. 28, 1969, Recombinant immunoglobin 
creoaracions; Shmuel Cabillv, et al., 520./3S7.:; 4 2 5/69.6, 1^2.3, 
252';, 252.21, 252.23, 252.34, 320.1; 530/388.35, 86b, 867; 
920/10, 300; 935/10, 15, 29, 73 [IMAGE AVAILABLE] 

ITS PAT NO: 4 , 316, 567 [IMAGE AVAILABLE] L12 : 2 of 

A3 ST FACT : 

Altered and native immunoglobulins, including const ant -variable 
region chimeras, are prepared in recombinant cell culture. The 
immunoglobulins contain variable regions which are 
Immunol ogically capable cf binding predetermined antigens. 
Methods are provided for refolding directly expressed 
immunoglobulins into immunologically active form. 

4, 757,006, Jul. 12, 1988, Humar/ factor VIII :C gene and 
recombinant methods for production; John J. Toole, Jr., et al . , 
43:/c?.6, 6, 172.3, 240.2, 320.1; 2 3 6^22.5; 931/100; 935/9, .1, 

VS PAT 170: 4,^5^, 106 [ IMAGE AVAILABLE 1 LI2 : 3 of 

A3 ST PACT : 

The protein having factor VIII :C procoagulant activity has been 
produced by culturing a cell transformed with a recombinant 
expression vector encoding the gene f:r that activity. 




•i 



4 3,461, Apr. 2c, 1988, Vectors and methods for 
ansformatoon of eucaryotoo cells; Randal J. Kaufman, 435/69.1, 

12, 28, 56, "3 [IMAGE A VA I LAB L E ] 
PAT 1TO: 4, " 7 4 0 , 4 61 [ IMAGE AVAILABLE] 112: 4 o: 



cells ootrans formed with product and selection genes 



yield considerably greater quantities of pro-duct after a nc'vel 
subcloning strategy is employed: Transf ormants are identif: 
product yield, cultured under selection pressure and one progeny 
- ; . y- p r i duct vieid. Novel t rans f c^rmacion vecc~rs co'ntain 
directly iigated selection and product genes and /'or eucaryotic 
promoters . 

5. 4, "14,101, Feb. 9, 1933, Use of non- ▼ hybridizable ▼ 
nucleic acids for the detection of nucleic acid ▼ hybridization 
* ; Manibhushan Dattagupta, et al., 455/6; 436/515, 511; 
52t/14.2, 15.31; 935/73' [IMAGE AVAILABLE] 

US PAT NO: 4,714,101 [ IMAGE AVAILABLE] 111: 5 of 

31 

ABSTRACT: 

A detection probe comprising a T hybridizable ▼ single stranded 
portion of nucleic acid connected with a non- ▼ hybridizable w , 
single or double stranded nucleic acid portion, the non- ▼ 
hybridizable ▼ portion preferably including a recognition site 
for a particular protein. 

6. 4,719,176, Jan. 11, 193S, Enzyme-free diagnostic bindmq 
reaaents; Irving M. Klotz, 435/6, 310; 456/501, 537, 544, 5 4 7, 
505; 536/24.3, 15.31 [IMAGE AVAILABLE] 

US PAT NO: 4,719,176 [IMAGE AVAILABLE] L12: 6 of 

2 i 

A5 ST PACT: 

An enzyme- free diagnostic reagent, methods of its use and 
diagnostic systems containing that reagent are disclosed. The 
enzyme-free diagnostic reagent comprises an enzyme-free catalyst 
coupled by a linking group to a first binding agent, binds in 
aqueous medium to a second binding moiety to form a binding 
comple::, and indicates the amount of second binding moiety 
present in the comple:-: by means of its catalytic reactivity with 
co- react ant molecules . 

4,~i~,c52, Can. 5, 1953, Method for identifying and 
characterizing organisms; John A. Webster, Jr., 45 5^:, 6, 25, :d, 
1^1.5, 502; 436/501; 9:5/^8 [IMAGE AVAILABLE] 

75 PAT IJO: 4,717,652 [IMAGE AVAILABLE] Lil: ^ of 

21 

ABSTRACT: 

A method of characterizing an unknown organism which comprises 
c:mparing the chromatographic pattern of restriction 
endonucle ase-digest er LbTA from the unknown organism, which 
digested DNA has been ▼ hybridized ▼ or reassociacea with 
ribosomai RNA information-containing nucleic acid fr:m or derived 
from a known probe crganizm, with at least two equivalent 
chromatographic patterns, each one of the equivalent 
chromatographic patterns defining a known different :rganism 
species; and establishing the species of the unknown organism by 
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US PAT NO: 4,711,955 [ IMAGE AVAILABLE] 111: S cf 

A3 ST? ACT: 

C impounds having the structure: ##3TR1## wherein 3 represents a 
purine, 7-deacapurine, or pyrimidine moiety T covalentiy T 
bended tc the 0 . sup . 1 1 -position cf the sugar moiety, provided 
that when 3 is purine or 7-deacapurine , it is attached at the 
N.sup.9 -posit icn of the purine or 7-deacapurine and when 3 is 
oyrimidme , it is attached at the N.sup.l -position; 
•/herein A represents a moiety consisting of at least three carbon 
atoms which is capable of forming a detectable comple:: with a 
polypeptide when the compound is incorporated into a 
double-stranded ribonucleic acid, deoxyribonucleic acid duple::, 
or DMA-RKA hybrid; 

wherein the dotted line represents a chemical linkage joining 3 
and A, provided that if B is purine, the linkage is attached to 
the 5 -position of the purine, if 3 is 7-deazapurine, the linkage 
is attached to the 7-position of the deazapurine, and if B is 
pyrimidine, the linkage is attached to the 5-position of the 
pyrimidine and 

>;herein each of :■:, y and z represents ##STR2## either directly, 
or when incorporated into oligo- and polynucleotides, provide 
probes -which are widely useful. 

Applications include detection and localization cf polynucleotide 
sequences in chromosomes, fined cells, tissue sections, and oell 
extracts . Specific applications include chromosomal karyotyping, 
clinical diagnosis of nucleic acid-containing etiological agents, 
e.g. bacteria, viruses, or fungi, and diagnosis cf genetic 
disorders . 

9. 4,6^2,032, Jun. 9, 1967, Dental enamel oroducticn; Harold C. 
Slavkin, et ai., 435/66.1; 414/49, 52, 57, 601, 676; 435/69.1, 
212, 119; 530/ 35 j ; 930/11 [IMAGE AVAILABLE] 

73 PAT 170: 4 , 671 ,032 [IMAGE AVAILABLE] L12: 9 of 

3 1 

Methods are provided for the formation of dental enamel crystals 
in biosynthetic matrix form by the nucleation of calcium 
solutions with enamel proteins and for the use of such enamel 
crystals as restorative material. 

1C . 4 , 661,453, Apr. 28, 19S7, Molecular cloning of KNA using RNA 
iicase and synthetic oligonucleotides; Tomas Kemce, et al., 



ABSTRACT: 

Methods and compositions for the insertion and molecular cloning 
:f RMA in DNA cloning vectors are described. RITA molecules to ice 
oloned are * modified v by the ligation if oligonucleotide 
' ^ > ^ r 2 -it ^-na t- pi jr I ^ i ~ f o h e F.N A. m i 1 e o u I e u s 1 n o T 4 ?1IA 1 1 o a s e 
luoh linkers may be composed of DNA, RNA, or mixtures cf eaoh and 
facilitate the insertion and ligation of the RNA species into a 
1NA cloning vector. The resulting recombinant vectors are used co- 
transform host cells which provide for the generation of multiple 
1NA ropies of the RNA molecule. 

11. 4,6:2,639, Mar. 14, 198 7 , Manufacture and expression of 
structural genes; Yitzhak Stabirisky, 4 2 5/91.51, 6 9.4, 91.53, 
1~1.2, 311.1; 536/13.1; 93 J / 5 C ; 935/ 16 , 17 [ IMAGE AVAI LABLE ] 

15 PAT No: 4,652,639 [IMAGE AVAILABLE ] Lil: 11 of 

ABSTRACT : 

described are rapid and highly efficient procedures for the total 
synthesis of linear, double stranded DNA sequences of up to about 
11 ~ ▼ base ▼ pairs, which sequences may comprise entire 
structural genes. Illustratively disclosed is the preparation and 
e::pressi:n of manufactured genes, including fusion genes, capable 
of directing synthesis of human . bet a . -endorphin and of proteins 
which differ from human . beta . -endorphin in terms of the identity 
or relative position of one or more amino acids. Manufactured 
genes preferably include codons selected from among alternative 
codons specifying the same amino acid on the basis of 
preferential expression in a projected host microorganism (e.g., 
E. ooii to be transformed. 

12. 4,6:2,125, Mar. 24, 1937, Recombinant bacterial piasmids 
orntainmg the coding seauences of insulin genes; William I. 
Porter, et al., 4:5/252.12, 172.1, 321.1, 549; 911/11 [ IMAGE 
AVAILABLE] 



PAT 110 : 4,652,525 [ IMAGE AVAILABLE ] 
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12. 4, 650, "70 , Mar. 17, 1337, Energy absorbing particle 
cuenchina in light emitting competitive protein binding assavs; 
Yen-Pmg~Liu, et ai., 42 6 / 522 , 5 2 2 , 52 4 , 5l n , 54 6 , 5 05 "[IMAGE 
AVAILABLE j 

V5 PAT NO: 4,150,~ 7 ~ 7 0 [ IMAGE AVAILABLE] Lll: 13 of 




14. 4,642,254, Feb. ID, 19S7, Hybrid L"NA prepared binding 
^:mp:s2.ri:n; Kevin W. Hoc re, et ai., 52 0 /28"'. 2; 414/122. 1, 1~5.1, 
122.1, 301; 425/7. 91, 7.94, 69.6, 172 . 1 , ^172 . 2 L Olj.l; 426 / 54"; 
5 2 C' 2 S 9 . £ , 2 91.3, 291.7, 818, 8 29, 8 66 , 8c" 7 ; 921/' 10, 2 20 ; IMAGE 
AVAILABLE] 

*JS PAT HO: 4 , 642, 2 24 [IMAGE AVAILAELE j L12: 14 of 

1 1 

Pro : einaceous binding expositions are prepared employing hybrid 
DNA tech: -tv, where the variable region polypeptides of 
immuno gl:bulms are substantially reproduced to provide 
relatively small protein molecules having binding specificity and 
lacking the undesirable aspects of the heavy regions of 
immunoglobulins. The compositions find a wide range of use, 
particularly for physiological purposes for diagnosis and 
therapy. The binding compositions may be * modified ▼ by 
labeling with radioisotopes, flucrescers, and to::ins for specif 10 
applications in diagnosis or therapy. 

1:. 4,624,665, Jan. 6, 1957, Processes for inserting DNA into 
eucaryotic cells and for producing prot einaceous materials; 
r.ioh.ard Auel, et al., 43:/69.1, 6 9 . 2 , 6 9.4 , 69.5, 69.51 , 69.51, 
69.6, 1^1.2, 14 0 . 3 , 311, 94 5; ojt/DO.l, 22. zl, 22.12; 931/21, 31, 
24, 5 6, 55, 7 0 [IMAGE AVAILABLE] 

US PAT NO: 4,654,6 6: [IMAGE AVAILAELE] LIZ: 1: of 

i i 

ABSTRACT : 

The present invention relates to processes for inserting DNA into 
eucaryotic cells, particularly DNA which includes a gene or genes 
cooing for desired prot einaceous materials for which no selective 
oriteria e:-:ist . The insertion of such DNA molecules is 
accomplished by cot rans forming eucaryotic cells with such UNA 
together with a second DNA which corresponds to a gene coding for 
a selectable marker. This invention also concerns processes for 
producing prot einaceous materials such as insulin, interferon 
protein, growth hormone and the like which involve cot rans forming 
euoaryotio cells with DNA which codes for these prot ema oeo>us 
materials, growing the co-nt rans formed cells for production of the 
p rot einaceous material and recovering the prot einaceous material 
s: produced. 

The invention further relates to processes for inserting into 
eucaryotic ceils a multiplicity of DNA molecules which includes 
genes co-ding for desired prot einaceous materials. The insertion 
of multiple copies of desired genes is accomplished by 
"transformation with the desired genes and with amplifiable 
Irenes for a dominant seleotable marker in the presence of 
su::essively higher amounts of an inhibitor. Al t ernac i"ely, the 
insertion of multiple copies of desired genes is accomplished by 
transformation using DNA moleoules formed by ligatmg a 5NA 
molecule including the desired gene to a DNA mole rule which 
includes an amplifiable gene co-ding for a dominant selectable 
phen:type such as a gene associated with resistance to a drug m 
the cresence of successivelv higher amtunts of an aaent such as a 



drug against which the gene confers resistance s:> that only those 
eucaryotic cells into which multiple copies of the amplifiable 
gene have been inserted survive. Eucaryotic cells into which 
multiple copies of the amplif iable gene have been inserted 
additionally include multiple copies of the desired gene and may 
be used tc oroduce multiple copies of proteina ceous molecules. In 
this way otherwise rare proteinaceous materials may be retained 
in higher c:ncentrations than are obtainable using conventional 
t e chni gues . 

16. 4,629,691, Dec. 16, 1936, Immunoassay for nonenzymat ically 
clucos vl at ed oroceins and orotein fraaments an inde:: of glvcemia; 
Kenneth J. lean, -J35/7.7, 7.71, 7.72, ~7. 9, 133, 313, 961," 975; 
436/67, 515, 511, 312, 523; 550/322, 259.3, 359.6, 359.5 [IMAGE 
AVAILABLE] 

13 PAT NO: 4,629,692 [ IMAGE AVAILABLE] 112: 16 of 

T 7^ 7\i~" ^ * 

.An immunoassay method and reagent system for determining 
nonenzymat ically glucosylated proteins and protein fragments in a 
biological fluid based on the specific binding of such proteins 
and fragments with ant i ( Amadori-rearr anged glucose), e.g., 
antibodies which selectively recognize the rearranged 
deovy fructose form of glucose resulting when proteins are 
nonenzymat ical ly glucosylated. The antibodies are raised against 
an immunogen comprising an immunogenic carrier material bearing 
1 -deo::y-l-f ructosyl residues or con formers of such residues. 
Measurement of nonenzymat ically glucosylated proteins and 
fragments thereof provides a useful inde:-: of blood glucose 
levels . 

17. 4,593,002, Jun. 3, 1985, Viruses with recombinant surface 
crocems; Renato Dulbecco, 45.5/172.2; 424 / 199.1, 2 1^.1 , 224.1, 
255.1; 435/69. 1, 69.3, 91.41, 235.1, 139, 317.1; 536 / 23.1; 
?55/12, 31, 32, 65 [IMAGE AVAI1A31E] 

12 PAT NO: 4,595,012 [IMAGE AVAILABLE] LI 2: 1" of 

5 1 

ABSTRACT : 

Foreign protein segments having specific medically or 
commercially useful biological functions are incorporated in 
surface proteins of viruses. The viruses with the incorporated 
protein segments are convenient agents for introducing the 
protein segments into animals, such as humans, and are thus- 
useful as vaccines. Small segments of an original protein 
exhibiting desired functions are identified, and a E1TA fragment 
having a ▼ nucleotide ▼ ▼ base ▼ sequence encoding that 
segment of the protein is isolated from an organism or 
synthesized chemically. The isolated E1LA fragment is inserted 
into the 217A genome of a virus in a manner such that the inserted 
LITA fragment expresses itself as the foreign segment of a surface 
viral provein and in such a way that neither the function of the 
protein segment nor the function of any viral protein critical 



IS. 4,537,044, May 6, 19S6, Linkage cf proteins to nucleic 
acids; Paul 5. Miller, et al . , 530/321; 424/179.1; 425/6, 1"", 
122, 131; 53 :/ 355 , 391.9; 536 /23.1, 2:. 31 , 25.:, 2 6.12 , 2 6.24, 

2 6.26 'ima si available: 

US PAT " NO: 4 , 537,044 [ IMAGE AVAILABLE] L12: 13 of 

A nucleic acid-protein conjugate which is specific with respect 
to a selected living cell is prepared by linking said nucleic 
acid to a protein specific to said living cell. 

19. 4,563,4 19, Jan. 7, 1956, Detection of microbial nucleic 
acids bv a one-step sandwich ▼ hybridization T test; Tuuia M. 
anki, et al., 433/6, 4, 5, 1^2.2* 1S5, 310; 426 '=jl, 524, 234, 
:22; 526/23.7, 24.32; 953/72 [ IMAGE AVAILABLE ] 
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US PAT NO: 4,565,419 [IMAGE AVAILABLE] L12 : 19 of 

ABSTRACT : 

This invention relates to a kit for the detection of microbial 
nucleic acids and a method for identifying the nucleic acids 
using a one-step sandwich ▼ hybridization ▼ technique. The 
technique requires two complementary nucleic acid reagents for 
each microbe or group of microbes to be identified. 

20. 4,562, 159, E>ec. 31, 1985, Diagnostic test for hepatitis B 
virus; David A. Shafritz, 435/5; 206/569; 435/6, 172.3, 317.1, 
945; 426/504, 304, SOS, 810, 811, 815, 820; 536/24.3, 24.22, 
2 : . 3 2 ; 9 35 /75 [ IMAGE AVAILABLE ] 

VS PAT IIO: 4 , 2 62 , 12 9 [IMAGE AVAILABLE] L12: 20 of 

2 1 

ABSTRACT: 

A method and test kit are disclosed for detecting the presence of 
hepatitis 3 virus in a test specimen containing at least a 
portion cf the DIVA cf the virus. A test reagent comprises cloned 
hepatitis 3 virus-DNA that has been repurified by treatment with 
a restriction enzyme and labelled to high specific activity with 
a radioactive label. The sample to be tested is fi::ed to a solid 
matri::, incubated in the presence of the test reagent under ▼ 
hybridization T conditions and detected by ▼ hybridization T 
t: the labelled DVA probe. The uncombmed H3V-DNA labelled is 
removed from the substrate, and the » hybridized ▼ HB7-ONA 
determined by scintillation counting or by autoradiography of the 
substrate . 

22. 4,523,924, Jul. 22, 1985, Method f c r conferring 
bacteriophage resistance to bacteria; Charles L. Hershber ger , et 

536/23.2, 24'.2; 930/10, 160; 935/29, ~"2, ^3, 83 [IMA3E AVAILABLE; 
US ?AI IIO: 4,530, 904 [IMAGE AVAILABLE] L_2 : 11 if 



A novel method for protecting a bacterium frcm a naturally 
■:::urrir.g bacteriophage and the riming veotcrs and t ransf ormant s 
for carrying :ut the aforementioned method are disclosed. 

11. 4,513, tic, Apr. 1, 1935, Bacteriophage IOTA cloning veotor 
TGI and microorganisms containing TGI; Forrest Focr, et al., 
455/310.1, 171.1, 139, 151.3, 151.35; 935/31, 75 [IMAGE 
AVAILABLE] 

VI PAT NO: 4, :13,31c" [ IMA!E AVAILABLE; Lll: 11 of 

A3 5 Tr AIT : 

Lisciosed is the novel bacteriophage TGI, TGI derivatives, and 
the corresponding genome or nucleic acid components of such 
bacteriophages and derivatives of such genome, which are useful 
as DMA cloning vectors into organisms, such as bacteria, for 
e:;ample, Streptomyces cattleya NRRL 8057; portions of such phage 
genome are additionally useful as adjuncts in recombinant INA 
cloning procedures, for example: (1) to permit the maintenance of 
cloned DNA in the host, either m an integrated state or as an 
autonomous element; (1) to serve as promoters for increasing 
expression of endogenous or foreign genes wherein said promoters 
are iigated to such genes or otherwise serve as promoters; and 
(2) to serve as regulatory elements for achieving control over 
endogenous and foreign gene expression; as cloning vectors, TGI, 
its deletion mutants, and other derivatives serve for the 
amplification and transfer of DNA sequences (genes) ooding for 
useful functions, for example, genes necessary for the production 
of the antibiotic thienamycin, or genes necessary for the 
production of hepatitis 3 antigen, and of DNA sequences which are 
useful per se, for example, distinct plasmid vectors which are 
inherently useful; such ▼ modified ▼ cloning vectors (hybrid 
DNA molecules comprising the TGI genome or portions thereof and 
foreign DNA sequence) are introduced into the recipient organism 
bv infection, transfection or transformation; wherein the hybrid 
DNA funotions in an integrated mode, in a lytic (..vegetative 
phase) mode and/or in a plasmid mode. Also disclosed are 
microorganisms comprising TGI prophage and deletion and hybride 
■chimeric) derivatives thereof; and microorganisms oomprising 
hybrid (chimeric) phage-pl asmids and derivatives thereof. 

II*. 4,4:3,5-1?, Nov. 10, 19S4, Liposomes with olyoolit id-lmoed 
antibodies; Frank C. Szoka, 416/532; 435/7.9, 3, 966; 436/ til, 
531, 1 34, 54 3, 3 CO, 303, 319, 313, 319 [IMAGE AVAILABLE] 

US FAT NO: 4,4:3,919 [IMASE AVAILABLE] Lll: 13 of 



Lipid vesicles, labelled with encapsulated reporter crmpositions 
and bound to antibodies comprise a new class of immun: rea gent , 
useful in immunoassays for ligands. 



24. 4,466,91^, Aug. 21, 1984, Malaria vaccine; Ruth 5. 
Vussencweig, et al . , 5 3 J / 3 ^ 2 ; 424 /268.1 ; 4 35/69.:, 69.^, 1^2.2, 

1 ~ 2 . " ; 5 3 V " ' 0 6 , 8 0 3 ; 9 3 : ' 6 , 22 , 4 5, 65, 133 r IMAGE AVAILABLE ' 

US PAT NO: 4,466,917 [IMAGE AVAILABLE] L12: 24 of 

~ i 

ABSTRACT : 

The present invention provides anusera ana monoclonal antibodies 
directed against the sporocoite stage of the malaria parasite 
capable of providing protection against infection in both animals 
and humans. The invention further provides a purified antigen 
derived from sporocoites of the malaria parasite, the antigen 
being suitable for use as a vaccine against malarial infections 
in both animals and humans. The invention further provides means 
for preparing said antigen and a vaccine comprising said antigen. 

22. 4,460,689, Jul. 17, 1934, DMA Cloning vector TGI, 
derivatives, and processes of making; Eorrest Eoor, et al . , 
4 2 5/172.2, 69.1, 69.3, 229, 252.3:, 220.1, 336; 932'9, 12, 22, 

2 1, 41, V2, 7 2 [IMAGE AVAILABLE] 

75 PAT LCO: 4,4 60, 68 9 [IMAGE AVAILABLE] Li 2: 2 5 of 

31 

ABSTRACT : 

Disclosed is the novel bacteriophage TGI, TGI derivatives, and 
the corresponding genome or nucleic acid components of such 
bacteriophages ana derivatives of such genome, which are useful 
as DMA cloning vectors into organisms, such as bacteria, for 
en ample, St rept omyces cattleya NRRL 5057; portions of such phage 
genome are additionally useful as adjuncts in recombinant 1'NA 
cloning procedures, for e:-: ample: (1) to permit the maintenance of 
cloned D1TA in the host, either m an integrated state or as an 
autonomous element; (2) to serve as promoters for increasing 
expression of endogenous or foreign genes wherein said promoters 
are ligated to such genes or otherwise serve as promoters; and 
i2) t: serve as regulatory elements for achieving control over 
endogenous and foreign gene expression; as cloning vectors, TGI, 
its deletion mutants, and other derivatives serve for the 
amplification and transfer of 20LA sequences (genes) coding for 
useful functions, for example, genes necessary for the production 
of the antibiotic thienamycin, or genes necessary for the 
production of hepatitis B antigen, and of IOTA sequences which are 
useful per se, for example, distinct plasmid vectors which are 
inherently useful; such ▼ modified T cloning vectors ■ hybrid 
I1\A molecules comprising the TGI genome or portions thereof and 
foreign E'NA sequence) are introduced into the recipient organism 
by infection, transfection or transformation; wherein the hybrid 
IVA functions in an integrated mode, in a lytic ■; vegetative 
phase mode and/:r in a plasmid mode. Also disclosed are 
microorganisms comprising TGI prophage and deletion ana hybrid 

chimeric 11 derivatives thereof; and microorganisms c::_ 
hybrid chimeric' phage-plasmids and derivatives thereof 

26. 4,421,566, May 29, 1954, Methods and apparatus for 



enc vmat i :all v producing ethanol; Donald E. Scencer, 
135^ 513, 514, 515, SI? [IMAGE AVAILABLE ■ 



3 5 / 1 c 2 , 1^3, 



13 PAT III: 4,4oI,5cc [IMAGE AVAILABLE j L^_: _c or 

A3 3 T FA 2 1 : 

Methods and apparatus are provided for the enzpati: production 
of ethanol from fermentable sugars. A complete sequence of 
enzymes for catalyzing the conversion of fermentable sugars to 
ethanol is retained in a plurality of reaction zones. Fermentable 
sugar solution is sequentially passed through the zones, and 
ethanol is recovered from the last zone. Necessary coenzymes and 
cofaccors are added to the solution in the various zones, and 
means are provided for recovering and, if necessary, ▼ modifying 
▼ the coenzymes prior to reint roduct ion in the various zones. 
27. 4,447,5:5, May 5, 1954, Microorganism containing gene for 
human chorionic somatomammotropin; Howard M. Goodman, et al., 
425/2:2.22, 172.3; 930/120; 955/13, 19, 21, 29, 73 [IMAGE 



V3 PAT NO: 4,447,5 25 [IMAGE AVAILABLE " L12: 2 7 of 

- 1 

ABSTr AIT : 

A microorganism containing a recombinant 2>NA transfer vector 
having the coding sequences for human chorionic 
so mat omammot rep in . 

25. 4,440,559, Apr. 5, 1984, Method for producing recombinant 
bacterial plasmids containing the coding sequences of higher 
c rganisms r William J. Gutter, et al . , 435 '91. 41, 69.1, 69.4, 
1"2.;, 320.1; 935/4, 12, 29 [IMAGE AVAILABLE] 

"5 PAT 1TO : 4 , 4 4 0, 559 [ IMAGE AVAILABLE [ L 1 2 : 32 of 

- i 

AB ST FACT : 

Microorganism having a gene derived from a higher organism is 
produced by isolating cells from a higher organism containing 
messenger EN A, extracting the messenger F17A, synthesizing a 
dcuble stranded clNA using the messenger RITA as a template, 
inserting the cDNA into a plasmid and transforming a 
microorganism with the resultant recombinant plasmid. 
39. 4, 4 [^, 94 2 , Oct. 4, I9S3, Purification of ▼ nucleotide ▼ 
sequences suitable for expression in bacteria; Howard M. Goodman, 

^ % : J ■- = / Z* - = ^ c; ^ in- r. -Tfj. - ^ f I - l . 3 7 r / i - — - . 

9 : z i i 9 , 2 3 [ IMAGE AVAILABLE ] 



J5 ?AT MO: 4,4 3", 943 [IMAGE AVAILABLE; 



A method for purifying a 2NA fragment :f specific desired T 
nucleotide T sequence containing a restriction site, from a 
oooulation of DNA molecules homogeneous in length by endonuc! 
cleavage and fractionation. 



j- -J. 4,391, 904 , Jul. 5, 1983, Test strip kits in immunoassays and 
impositions therein; David J. Litman, et ai., 435/". 91; 4 2 2 ^ 5 3 , 
fc;' 425 /lrS, 335, 310, 9~3; 426 /536, 33" [IMAGE AVAILABLE] 

23 PAT NO: 4,3 91,9:4 [IMAGE AVAILABLE] Lll : :2 of 

H~ | c^Tz;£ 1 ~ ,f J 1 - 

Aco assay method and compositions are provided for determining the 
cresenoe of an analyte in a sample. The analyte is a member :f an 
immunological pair (mip) of immunogens - - ligand and receptor. The 
method has two basic elements: a solid surface to which one of 
the members of the immunological pair is bonded and a signal 
producing system, which includes a catalytio member bonded t :■ a 
mip, which signal producing system results in a measurable signal 
on said solid surface related to the amount of analyte in the 
medium. The signal generating compound is produced without 
separation of the catalyst labeled mip bound to the solid surfaoe 
from the catalyst labeled mip free in solution. In a preferred 
embodiment, an enzyme is bonded to a mip which acts in 
conjunction with a solute to produce a signal generating product 
which binds preferentially to the solid surface when the enzyme 
is bound to the surface, resulting in a signal which is readily 
differentiated from signal generating compound produced by the 
catalyst and solute in the bulk solution. 

: 1 . 4, 379,843, Apr. 12, 1933, Immobilization of polynucleotides 
and polypeptides with tritylated oolysacchar ides ; Peter Cashion, 
455/173; 91.3, 179, 151, S14, 815} 935/13, 19, 20, 21, 78 [IMAGE 
AVAILABLE] 

V3 PAT 102: 4, 3~9, 5 4 ? [ IMAGE AVAILABLE] LI 2: :1 of 

ABSTRACT : 

Polynucleotides and Polypeptides are immobilized and/or isolated 
by using a t riphenylmethyl ether derivative of polysaccharides in 
hydrated form. 
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5,420,133, Jul. 4, 1993, Hydro::yl-protectm j group 



t:> cytidine nucleotide compounds which are orthogonally 
removable; Michael S. Urdea, et al., 536/3c.8, 15.5, IS. 51, IS. 51 

"7 c: p^™ vjo . ^ ^ 4 7 o r 1 5 r IMAGE AVAILABLE ' 11 5 : 1 of 

191 

ABSTRACT: 

Kydr j:-:yl"protect ing groups orthogonally removable by reduction 
with a liquid reducing agent are disclosed. The novel 
hydro::yi-protect ing groups are particularly useful in the 
chemical synthesis of linear and branched oligonucleotide 
structures, as they are readily removed from the protected 
mole rule with mild reagents such as dithionite. Examples of such 
hydr o:-:yl-pr ot ect ing groups include the 2-methylene-9, 10- 
anthraquinone (Mag) carbonate ester and the p-ni t robencyl 
carbonate ester. 

1. c, 418, 147, Jun. 17, 1995, Octopine T-DHA promoters ; Richard 
E . Barker, et al., 536/14.1; 485/69.1, 70.1, 172.:, 241.4, 252. 8, 
2 2 2.1 [IMAGE AVAILABLE] 

VS PAT NO: 5,420,147 [IMAGE AVAILABLE] Li:: 1 of 

191 

ABSTRACT : 

The sequence of the T-DNA of the octopine-cype Ti plasmid found 
in Agrobacterium tumefaciens ATCC 15 955 is disclosed. Fourteen 
open reading frames bounded by eukaryotic promoters, ribosome 
binding sites, and polyadenylat ion sites were found. The use of 
promoters and polyadenylat ion sites from pTil5955 oo control 
expression of foreign structural genes is caught, using as 
examples the structural genes for the Phaseoius vulgaris storage 
protein phaseolin, ?. vulgaris lectin, thaumatin, and Bacillus 
thuringiensis crystal protein. Vectors useful for manipulation of 
sequences of the structural genes and T-DNA are also provided. 

8. 5,417,919, Jun. 17, 1995, Method for reducing carryover 
contamination in an amplification procedure; Rodney M. Richards, 
et al., 435/91.1, c ; 925/77, 78 [IMAGE AVAILABLE! 

75 PAT MI: 8, 41", 919 [ IMAGE AVAILABLE ] Ll:: 3 cf 

191 

ABSTRACT : 

The present invention provides an efficient and economical method 
for reducing carryover contamination in an amplification 
procedure. The method of the present invention enables background 
caused by contaminant amplification product tc be reduced cr 
eliminated through the incorporation of at least one modification 
into the amplification product. The modified amplification 
product is readily distinguishable from the target sequence in a 
test sample. Frier to amplifying the target in a new test sample, 
the sample may be treated to selectively cleave the contaminant 
amplification product so that it cannot be amplified in the nev; 
samcle . 



against plant pathogens; Newell F. Basccmb, et al., 530/316, 211 
[ IMAGE AVAILABLE] 

US PAT Nj: 5,414,395 [ IMAGE AVAILABLE] LI:: 4 of 

1 91 

A3SIPA2T: 

The present invention relates to a number of peptides which have 
antimicrobial activity and which are useful in retarding plant 
pathogens. In addition, compounds in accordance with the present 
invention may have improved resistance to degradation by plant 
proteases, ana/or sufficiently low phytotonicit y to render them 
likely candidates for use in conjunction with plants. The present 
invention also relates to oligonucleotides which are capable of 
expressing the aforementioned peptides. Also provided hereby is a 
process of retarding the growth of plant pathogens using the 
compounds of the present invention as well as a screening method 
ana screening reagent useful in determining the proteolytic 
degradation resistance of a known compound. 

5. 5,414,138, Jun. 13, 1995, Amplified hybridization assay; 
Robert J. Schneider, et al . , 435/6; 536/24.3; 925/77, 75 [IMAGE 
AVAILABLE ] 

75 PAT NO: 5,424,188 [ IMAGE AVAILABLE ] Llo: 5 of 

191 

AE ST PACT : 

A kit for an amplified hybridization assay is described in which 
a family of signal-generating secondary probes bind to a primary 
probe that hybridizes to the target sequence of interest. Thus, 
an enormously amplified signal is generated by the hybridization 
event. The assay can be used for a variety of laboratory and 
clinical purposes and is automatable. A. hybridization assay kit 
is also described. The kit is used for the detection of a target 
nucleotide sequence. One embodiment of the kit includes a 
plurality of secondary probes, each secondary probe capable of 
binding to a distinct binding site of the primary probe. 

6. 5,422,266, Jun. 6, 1995, Recombinant DNA vectors capable of 
encress mg apoaeauor in; Milton J. Cormier, et al . , 43:/252.3, 
69^.1, 1^3, 252 ^23, 320.1 ; 536 /23.5; 935. 'II, n 2 [ IMAGE 
AVAILABLE] 

75 PAT :TC : 5, 422, 266 [ IMAGE AVAILABLE ] LI;: 6 cf 

191 

ABSTRACT : 

A gene v;hich codes for the protein apoaequorin is discLosed alone 
with recombinant DNA vectors containing this gene. Homogeneous 
peptides having the bioluminescence properties of natural, mined 
apoaeqorin are also disclosed. 

:,42[,115, May 3 1, 1995, Method for the treatment, of protoza 
infections with I.sup.l -deo::y-2 . sup . 1 -f luor opurme nucleosides; 
Sylvia M. Tisdale, et al . , 5 14 / 4 6, 4 5 ; 536/'2^.cI, 2™. 81 [IMAGE 
A V A I LAB L E ] 

75 PAT 72: 5, 4 2 0,115 [IMAGE AVAILABLE ; L15: ™ of 

191 

AJ3STFA2T : 

A method for treating tv;c specific protozoal infections, 



Trichomonas vaginalis and 3iardia lamblia, comprising the 
administration to a mammal in need thereof one of the following 
purine nucleosides : 

1 , 6 -diamine- 9- \ 1 -deo:-:y-2 -f iuor o- . bet a . -L-ribc furanosyl - 9H-pur m 
2-amin o-9- ( i-dec::y-2-f lucre'- .beta . -D-ribofuranc-syi ; -?H-purme 
2-ammo-9- ' 2 -dec:-:y-2-f luor o- .beta . -D-ribofur anosyi : - c -metho::y- 9H 
purine . 

:. 5 , 41", 9" 1 1 / Hay 23, 1995, Vaccines for Act inobacillus 
oleurocneumoniae; Andrew A. Potter, et ai., 424/256.1, 234.1; 
= 3 j -''3 5*: [ IMAGE AVAILABLE 1 

V3 PAT !T0: 417, 971 [IMAGE AVAILABLE] L15: 5 if 

191 



Virel vaccines for use against Act inobacillus pleuropneumonias 
are disclosed. The vaccines contain at least one A. 
pieuropneumo-niae transferrin binding protein and/ or one A. 
pleuropneumonias cytolysin and/or one A. pleuropneumonias APP4 . 
Also disclosed are LNA sequences encoding these proteins, vector 
including these sequences and host cells transformed with these 
vectors. The vaccines can be used to treat or prevent porcine 
respir ate ry infections . 

,9.) 5,416,202, May 16, 1995, Steroid modified oligonucleotides; 
Ssobert L. Let singer, 5 36/ 25.34 , 5, 25.31, 25.23 [IMAGE AVAILABLE 

V3 PAT NO: 5, 416, 203 [IMAGE AVAILABLE] L15: 9 of 

191 

j-iB^; Tr*A'„ T ; 

An oligonucleotide conjugated to a steroid the oligonucleotide 
comprising: ##3TRl#tt wherein A is selected from the group 
consisting of an aliphatic alkyl, branched aliphatic alkyl and a 
alkyl (branched! chain of 2 to 13 carbon atoms, R is selected 
from the gro-up consisting of H and lower alkyl up to 12 carbon 
atoms; B is a naturally occurring ▼ base ▼ , the steroid is 
bound to the oligonucleotide utilizing the naturally occurring 
bases ▼ through an ( -co:ycarbcnyl-amino ) -decylamine- moiety, and 
NUT is an oligonucleotide. 

II. 5,416,1-16, May 16, 1 995, Method for enhancing transmembrane 

transport of e::c^enous molecules; Philio S. Low, et al . , 

4 2: '240.1; 424/43C; 433/172.3, 24 5.4, 24 2; 514/2, 44 : IMAGE 



73 PAT IIO: 0,416,016 [IMAGE AVAILABLE] Lit: 10 o 

o 

ABSTRACT: 

A method is provided for enhancing transmembrane transport of 
exogenous molecules. The method comprises contacting a membrane 
of a lining cell with a comple:: f:rmed between said molecules an 
ligands selected from biotin, biotin analogs and other biotm 



nucleic acids and other compounds capable cf modifying cell 
function into plant, animal, yeast, and bacterial oells. 



available form bv T covalent 
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drug; Karl Y. Hostetler, et al., 514/43, 
20 0, 831 [IMAGE AVAILABLE] 
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V3 FAT NO: 5,4 11,947 [IMAGE AVAILABLE ] Ll:: 11 o 

191 

A55T?A:T : 

The oral delivery of many classes of drugs is facilitated by 
converting drugs having suitable functional groups to 1-O-aikyl- 
1 -O-acyl- , 1 -3-acyl , and 1 -S-alkyl-sn-glycero- 3 -phosphate 
derivatives. The method confers the ability t: be absorbed 
through the digestive tract to drugs that are not orally 
bioavailable in the non-derivat iced state, and enhances the 
effectiveness of drugs that are poorly absorbed or rapidly 
eliminated. The method provides orally bioavailable lipid 
prodrugs of pharmaceutical compounds having diverse phys ioLogic a 
activities, including anticancer and antiviral agents, 
ant i-mf 1 animate ry a gent s , ant ihypert ens ives and ant ibi : 1 1 os . 
Potency of the lipid prodrugs is comparable to- that of the 
cor resoondina non-derivat ized drugs . 

12. 5^, 4 1 1, 576, May 2, 1995, Use of grease or wa:: in the 
oolymerase chain reaction; Will Bloch, et al., 435/91.2; 206/219 
563 , 569; 425/6; 935/16, 17, 13 [IMAGE AVAILABLE] 

Y2 PAT NO: 5,411,376 [IMAGE AVAILABLE] Lit: 12 o 

191 

AE ST FACT : 

Improvements to the polymerase chain reaction (PGR), a pro-cess 
for in vitro- enzymatic amplification of specific nucleic acid 
sequences, can be achieved by changing the way that PGR reagents 
are mined and the enzymatic reaction is started and by the 
replacement of mineral oil, commonly used as a vapor barrier to 
minimize solvent evaporation, by a grease or wa::. The use of suo 
mixtures allows for the delay of reagent mining until the first 
heating step of a PGR amplification, thereby reducing the 
enzymatic generation of nonspecific products which occurs when a 
oomplete mi;:ture cf PGR reagents, with or without test sample, 
stands at rccn temperature or below. These mixtures increase the 
shelf-life of PGR reagents and increase protection of the 
laboratory environment against contamination by PGP. product. 

I:. 5,4 11,163, Apr. 25, 1995, Succinimidyl trityi compounds and 
a ortcess for preraring same; James M. Ccull, et al . , 543/545; 
526/15.51; 543/215 [ IMAGE AVAILABLE; 
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VS PAT :T0: 5,403,537 [IMAGE AVAILABLE] LI 5: 14 of 

191 

ABSTRACT : 

A unf. IT protein and gene encoding it are disclosed which confer 
sensitivity to B. maydis T to::in and the insecticide methomyl, in 
cells carrying the gene and expressing the protein. Too:in 
sensitivity domains of the protein have been identified wherein a 
modification yields a t o::in-ir:sensit ive product. 

1:. 5,42 9,815, Apr. 15, 1995, Nucleic acid amplification 
process; Cheryl Tavey, et al., 435/91.21, 6, 91.1 [IMAGE 
AVA I LAB L E ] 

US PAT NO: 5, 409, SIS [ IMAGE AVAILABLE ] L12: 15 of 

191 

ABSTRACT : 

This invention relates to a process for amplifying a specific 
nucleic acid sequence. The process involves synthesizing 
single-stranded RNA, single-stranded LNA and double-stranded DNA. 
The single-stranded RNA is a first template for a first primer, 
the single-stranded DNA is a second template for a second primer, 
and the double stranded DNA is a third template for synthesis of 
a plurality of copies of the first template. A sequence of the 
first primer or the second primer is complementary to a sequence 
of the specific nucleic acid and a sequence of the first primer 
or the second primer is homologous to a sequence of the specific 
nucleic acid. The amplification process may be used to increase 
the quantity of the specific nucleic acid sequence to ali:w 
detection, or to increase the purity of the specific nucleic acid 
sequence as a substitute for conventional clowning methoaology. 

lc. 5,403, Dor, Apr. IS, 1995, Nonnatural apolipoprot ein B-ilO 
peptides and apolipcpr otein B-l JO-apo lipoprotein A- I fusi:n 
peptides; Richard S. Smith, et al., 520/259; 425/^.1; : 2 c ' 2 3 . 5 
"[IMAGE AVAILABLE] 

VS PAT NO : 2,422,223 [ IMAGE AVAILABLE j LI: : lc of 

Methods and compositions are described f:r determining the 
of low density lipoproteins (LDL) in plasma. Native apopro 
3-102 , apo 3-101'- present in LI^L particles is immun oLogi ca 
mimicked by a polypeptide of the invention. A polypeptide 
includes an amino acid residue sequence corresponding to a 




epitope region of the target apoprotein. A preferred polypeptide 
is a fusion protein that simultaneously mimics native api' 3-113 
and native apo A-I. Improved assay systems and methods for 
determining H1L and LDL levels in a b : iy fluid sample are also 
described . 



I" 7 . 5,415,951, Apr. 11, 1995, DNA sequence encoding 
ncnglyc: sylated analogs cf human colcny stimulating fao 



Deelev, et al., :36'13.t; 435/69.5, 

"530. '351; 9:5/13, IS, 5c, 61, 69 [ IMAGE AVAILABLE \ 



VI PAT 111: 3,4:5,951 [IMAGE AVAILA3LE] L15: 1^ of 

191 

A3 3 T PACT : 

An analog human colony stimulating factor ChCSE/ is disclosed, 
comprising a mutant amino acid sequence which is substantially 
homologous to the native sequence : f an hCSF having at least one 
M-gl ycosylat ion site, wherein the mutant sequence comprises at 
least one amino acid substitution, deletion or insertion 
inactivating the V-glycosylat ion site. 

it. 5,415, 935, Apr. 11, 199:, Sequence-specific binding polymers 
for duple:-: nucleic acids; James E. Summerton, et al., 5 15 / 4 56 ; 
525/ t 4 .2, 54.2, 333, 234, 255; 523/245, 413, 417, 420, 422, 423, 
4 25 [IMAGE AVAILABLE] 

72 PAT i:0 : 5,4 0 5,933 [ IMAGE AVAILABLE 1 L15: 1: of 

191 

A3- 3 T PACT : 

The present invention describes a polymer composition effect ive 
to bind, in a sequence-specific manner to a target sequence of a 
duple:-: polynucleotide, at least two different-oriented 
TCat s :n/Crick T base * -pairs at selected positions in one targe 
sequence. The composition includes an uncharged backbone with 5- 
o-r c-meirJoered cyclic backbone structures and selected ▼ bases ▼ 
attached to the backbone structures effective to hydrogen bond 
specifically with different oriented ▼ base * -pairs in the 
target sequence. Also disclosed are subunit 



r 



s useful for 



instruction of the polymer composition. The present invention 
further includes methods for (i) coupling a first free or 
polymer-terminal subunit, and \ii) isolating, from a liquid 
sample, a target duple:: nucleic acid fragment having a selected 
sequence of T base ▼ -pairs. 

1?. 5, 4 32 , ^6 I , Apr. 11, 1995, Process for producing reczmbman: 
MorEl endonuclease and cleavage of methylated DMA; Elisabeth A. 
Paleigh, et al . , 435/91.55, 199, 151.23, 221-1; 536/15.1 ; IMAGE 
AVAILABLE ] 

75 PAT ::0: 5, 4 33, ^6 J [IMAGE AVAILABLE ] LI 5: 1? ; 



Tne cresenc invention relates to a recombinant MorBl endonucleas 
obtainable from Esohenohia coli, :>;o components of v;hioh, 
McrB.sub.L and Mori, have been purified m active form. McrBI is 



active in the presence of GTP and at a lev; pK. The McrBG 
endonuclease is also substantially free :f a third component, 
McrB.sub.5, which is believed to inhibit or otherwise interfere 
•with tne activity of the enzyme. McrBO has various desirable 
properties, including the ability to recognize a methylated XTA 
sequence and also its ability to cleave such a sequence in tne 
presence of GTP. Also provided is a process for the production o 
recombinant McrBO endonuclease, a process for the determination 
of the modification state of DNA a process for the determination 
of an epigenetic alteration or defect (including "imprinting";, 
as well as a pre cess for identifying and isolating additional 
enzymes that cleave modified 2>:IA. 

2 j. 5,295/923, Mar. 7, 1995, Ohromat : graphic separation of 
phosoh: rc thioate oligonucleotides; 3. John Bergot, 52c /25. 4, 
27.12, 5 5.3 [ IMAGE AVAILABLE 1 

T£ PAT I'l: 5,2 95,52c [ IMA3E AVAILABLE ] L15: 21 o 

AB5TRAGT : 



A method is provided for the preparation and/or analysis of 
synthetic phosphorochioace and -dithioate oligonucleotides. In 
particular, the method permits separation of fully sulfuriceo 
phc sphorothioate or -dithioate oligonucleot ides from mcomplet eiy 
sulfurized defect species on an anion exchange HPLC columns using 
concentration gradients of novel "soft ▼ base ▼ ,T anionic 
eluents, such as bromide, thiocyanace, and the like. 

21. =,235,767, Mar. 7, 1995, Gene for at a::i a-t elangiect as i a 
cc mole merit ation grout) 2' (ATDC); John P. Murnane, et al., 
42:^221.1 , 69.1, 240^1; 536/22.1, 24.2 [ I MAGE AVAILABLE] 

TO PAT NO: 5,295,767 [IMAGE AVAILABLE] L15: 21 of 

191 

ABSTRACT : 

Lisclcsea herein is a new gene, an AT gene for complementation 
group D, the ATDC gene and fragments thereof. Nucleic acid probes 
for said gene are provided as v;ell as proteins encoded by said 
gene, cDNA therefrom, preferably a 5 kilobase \>b) cDXA, and 
recombinant nucleic acid molecules for expression of said 
proteins. Further disclosed are methods to detect mutations in 
said gene, preferably methods employing the polymerase chain 
reaction (PGR). Also disclosed are methods to detect AT genes 
from other AT complementation groups. 

22. 5, 256, 02.3, Jan. 11, 1995, Backbone modified oligonucleotide 
analogs and preparation thereof through reductive coupling; 
Yogesh S. Sanghvi, et al., 536, '25. 3, 23.1, 25.33, 25.34 , 25.6 



US PAT 100: 2 , 336, 023 ; IMAGE AVAILABLE ] 



Methods for preparing oligonucleotide analogs which have improved 
nuclease resistance and improved cellular uptake are provided. In 
preferred embodiments, the meth:ds involve reductive coupling of 
2 1 - and 4 f -substituted :r 4 1 - and 2 1 -substituted nucle:sidic 
syntnons . 

23. :,?:;, 3:5, Jan. 10, 199:, Silyl phospho r yi at ing reagencs and 
methods of using them; Joseph E. Ceiebuski, et ai . , cue/ 15. 5, 
15.3, 26.:; 553/199 [ IMAGE AVAILABLE ] 

73 PAT ::0: 5, 3 80,335 [ IMAGE AVAILABLE] LI 5: 13 of 

191 

01 iacnucleot i de phosphory 1 at ing reagents wherein the silyl moiety 
has three bulky subst ituent s, such as phenyl or t-butyl, and the 
silyl moiety is attached to the carbon of an ethanol group whose 
hydroxy 1 is an activated phosphate group. The preferred compound 
is 2- 

t riphenyl silyl ethyl -2 -cyanoe thy 1-N, N 

di is cpropylaminophosphoramidit e . The method of using this reagent 
tc phosphorylate the 5 f -OH of nucleosides and oligonucleotides is 
also disclosed. Nucleosides and nucleotides whose 5 f -OH has been 
phosphorylated by the above reagent are also disci: sea. The 
phosphorylated intermediate bearing the silyl group may be 
seoarated from failure product on the basis of bulky subst ituent s 
on the silyl protecting group, which can be later removed by 
fluoride ion. 

34. 5,376,658, Dec. 37, 1994, 5, 10-methylene-tet rahydrof elate as 
a modulator of a chemother apeut ic agent; Colin P. Spears, et al., 
5 14 / 274 [IMAGE AVAILABLE] 

73 PAT VI: 5 , ~: 7 6 , c 2 5 [ IMAGE AVAILABLE] LI:: 24 of 

191 

AB ST FACT : 

The present invention relates to the compound 5, 10-methylene- 
cecrahydre folate (CH.sub.2 FK.sub.4), and its solution product 
isomer FH.sub.4, therapeutic uses of these compounds, and 
compo sic ions thereof. CH.sub.2 FH.sub.4 and FH.sub.4 scr:ngly 
mcdulate the in vivo antitumor effects of 5-Fiuo rouracii . 

2: . 5/276,529, Dec. 27, 1994, Lact am-cont a in ing compositions and 
methods useful for the hybridization of nucleic acids; Jeffrey 
Van Xess, et ai., 4 35 / c ;~ 5 4 2 / 4 5 1 , 4 62 , 4 85, 52 6, :2^; 246/242; 
5 45/: 4^ ; IMAGE AVAILABLE ] 

U£ PAT HO: 5,276,529 [IMAGE AVAILABLE] LI5 : 25 of 

191 

ABSTr AZT : 

This invention relates to- novel methods for the release c>f 
nucleic acids from ceils in comple:: biological samples or 
specimens to prepare and make available the nucleic acid material 
present for a hybridization assay or for extraction. Novel 
methods fo>r hybridization of nucleic acids are also presented. In 
particular methods are described for isolating nucleic acid from 
a sample containing a comple:: biological mixture of nucleic acid 
and non-nucleic acids wherein the sample is combined v;ith a 



hybridization medium comprising a laotam which promotes and 
enables nucleio acid pairing when complementary nuclei: acid is 
introduced. The lactam is preferably about 5 to about nr j% of the 
hybridization medium and is most preferably 2-pyrr:lidone, 
N- ethyl -2 -pyrrol idone , N-cyclohexyi-2- pyrrolidine/ 
X-dodecyl -1-pyrr ol idone , N-met hyI-2 -pyr roiidone , 

N-hvdrcxye thy I -2 -pyrrol idone , N-methyl-2-piperido ne , 2 - . ep silon . - 
caprolact am, N-methyl-2-caprolactam, 2-piperidcne -:r N- f 4 - 
hvdr oxybencyl ) pyrrolidine . 

2c. 5,374 , 527, Dec. 25, 1994, High resolution 21\A sequencing 
method us ma low viscosity medium; Paul D. Grossman, 4 2 5 / c ; 
214 '153.1, 152.8, 2 99R; 455/91.1; 456/94; 935/19, ^7 [ IMAGE 
* l iiSLS ] 

:.*S PAT 130: 5,2 n i,z21 [IMAGE AVAILABLE] LI:: 26 of 

191 

--LD C +. r^i - . 

A I1TA sequencing method for use in sequencing a DNA target 
sequence up to 301 ▼ bases T , preferably up to 510 ▼ bases ' 
or greater in length, by elect rophoretically separating a mixture 
of single-stranded DNA sequencing fragments in a capillary tube. 
The method employs an aqueous denaturing solution comprising 
between about 4 and about 7 weight percent linear polyacr yl amide 
molecules having an average molecular weight of between about 20 
and about 100 kDa. The low-viscosity of the solution allows rapid 
loading and reloading of such solution into the capillary tube. 

2^. :, 3 6 9, 019, :iov. 29, 1994, Pasteurella vaccine; Niels T. 
•To aed, et ai . , 43: '69.2; 424 / 19 3.1, 255.1 ; 435/c9.i, 71.1, 
252.33, 320.1; 536/23.4, 23.7 [IMAGE AVAILABLE] 

US PAT I TO : 5,369,019 [IMAGE AVAILABLE] LI:: 2^ of 

191 

A3 S TRACT : 

A vaccine for immunizing animals against diseases caused by 
microorganisms producing an osteolytic to::m is disclosed. The 
vaccine contains a Pasteurella multocida to:-: in :r derivative 
thereof that has been rendered non-to:-:ic by genetic and/ or 
bi: chemical means. The toxin or derivative is encoded by a 
nuoleotide sequence from Pasteurella multocida to::m which is 
inserted in an expression vector capable c>f replicating in a 
suitable host microorganism in which the sequence may be 
expressed . 

26. 5,367,260, Nov. 22, 1994, Structure, production and use of 
heregulm; Richard L. Vandlen, et al., 53 3 ''3 99, 3 5 3 [IMAGE 

"5 PAT NO: 5,36"\JcO [IMAGE AVAILABLE] LI:: 23 of 

191 

A3 S TRACT : 

A novel polypeptide with binding affinity for the plr 5 . sup . HER2 
receptor, designated here gulin- . alpha . , has been identified and 
curified from oultured human cells. 2NA sequences enccdina 



additional hereguiin polypeptides , designated heregulin- . alpha . , 
here gulin- . bet a . 1 , heregulin- . bet a . 1 , heregulin- . bet a . 1 -like, and 
heregulin- . bet a . 3 , have been isolated, sequenced and expressed. 
Provided herein are nuclei:: acid sequences encoding the amino 
acii sequences of heregulins useful m the production of 
heregulins by recombinant ^ear.s . Further provided are the amine 
acid sequences of heregulins and purification meth:os therefor. 
Heregulins and their antibodies are useful as therapeutic agents 
and in diagnostic methods. 

1?. 5, 366, -537, Nov. 11, 1994, RI T-DMA promoters; Jerry 1. 
Slight cm, et ai., 435/14 3.4, 171.3, 140.1, 311.1; ::c/!3.i, 14.1; 
93 3 '6, 3 5, 36 [IMAGE AVAILABLE] 

j5 PAT ITO: 3,2 66 , 337 [IMAGE AVAILABLE j L15: 19 of 

191 

The sequence of the T.sub.L -DKA of Do plasmids found m 
Agrobact erium rhizogenes strains HRI and A4 is disclosed. Sioceen 
open reading frames bounded by eukaryotic promoters, ribosome 
binding sites, and polyadenylat ion sites were found, five of 
which were observed to be transcript ed in a development ally and 
pnenot ypically regulated manner. The use of pr:moters and 
pel yadenyl at ion sites from pRi T.sub.L -DMA to control expression 
of heterologous foreign structural genes is taught, using as 
examples the structural genes for Phaseolus vulgaris storage 
protein (phaseolm), P. vulgaris lectin, a sweet protein 
(thaumatm), and Bacillus thuringiensis crystal protein. Vectors 
useful for manipulation of sequences of the structural genes ana 
T-Z1IA are also provided. 

33. 3,366,374, Nov. 11, 1994, Molecular cloning ana expression 
of bioloaically-active diphtheria too: in receptor; Leon Eidels, et 
ai., 433/69.1, 7.1, 7.1, 131.3, 310.1; 336/1:.: [IMAGE AVAILABLE ] 

VS PAT ::0: 3,366,374 [IMAGE AVAILABLE] LI 3: 33 of 

" ~* 1 

AB5TFACT : 

3'T-resist ant wild-type mouse L-M cells were 



cLNA library constructed from RVA of highly to::m- 
monkey Vero cells and with a neomycin resistance gene. One 
lu-sensit ive ; DT . sup. 5^ colony was isolated from 3,3 33 
st ably- 1 ransf eot ed neomycin-res ist ant L-M colonies s creened 
replica plate assays. The purified Z'T . sup . 3 mouse cells are 
highly t o::in-sensit ive ( . about . 1 , 3 0 3- f old more so than L-M cells 
and only . about . 1 0 -fold less than Vero ceils; and are prooected 
from DT tonicity on incubation with a nontoxic competitive 22 
inhibitor ; CRM 1?"^. Importantly, the cell surface receptor; on 
3'T.sup.S cells specifically bind radio iodinat ed DT, which is 
inhibited by unlabelled DT and the DT receptor-binding domain 

HAcDT . A plasmid conferring OT-sensit ivi t y ,pDTS was rescued 
from DT.sup.S cells, ana the screening pricedure repeated until = 
single cDNA encoding the DT receptor was isolated. The cDVA is 
predicted to encode an integral membrane protein that correspond: 
to the crecursor of a human net arin-bincinc EGE-li>e arewth 



factor. The DT sensitivity protein is thus a growth factor 
precursor v;hioh is exploited by DT, thus allowing the to::m to 

« = C ' Z£ \T - T7 "~ 1 Q C) 4 
- - ♦ - / - - - / - ! ~ < ~ • • / - - f 

37- i . omega . , !. . omega . -1 '■ -dialkylo:-:y] and 

>7- [ . omega . , f . omega . -1 ) -diaikenylc:-:y ] -aik-l-yl-N, N, N, -tet rasubsci 
uted ammonium lit) ids and uses therefor; Deborah A. Eopstem, et 
al., 414/450; 264/4.1, 4.33, 4.5; 424/423, 427, 428,^449; 425/82 
: IMAGE AVA I LAE L E ] 

73 PAT 123: 5,366,737 [IMAGE AVAILABLE ] L15: 3. o 
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A3 3 T FA 3 T : 

This invention relates to compounds of the formula 
:r an optical isomer thereof wherein K.sup.l and R .sup. 2 are the 
same or different and are an alkyl or aikenyl group of 6 to 2 4 
carbon atoms; R.sup.3, R.sup.4 and R.sup.5 are the same or 
different and are alkyl of 1 to 8 carbon atoms, aryl, aralkyl of 
7 to 11 carbon atoms, or when two or three of R.sup.2, R.sup.4, 
and R.sup.: are taken together to form quinuolidino, piperidmo, 
pyrrolidine, or morpholino; n is 1 to 3; and X is a 
pharmaceut ically acceptable anion . 

22. 5,264,9:4, :Tov. IE, 1994 , Plasma carboo:ypept idase ; Dennis T 
Drayna, et al . , 3 2 6/23.2; 425/240.2, 252.2, 223.1 [ IMAGE 

US PAT 1TO : 5, 3 64 , 934 [IMAGE AVAILABLE] LI 5: 33 o 

191 

i 1 - . 

A novel polypeptide, designated plasma carbo::ypept idase B -;PC?5; 
has been purified from human plasma. It has been cloned from a 
human liver cDNA library using ?CR amplification. Provided herei 
is nucleic acid encoding PCPB useful in diagnostics and in the 
recombinant preparation of PCPB. PCPB is used in the preparation 
and purification of antibodies thereto, in the purification of 
cl asminogen, in the inhibition of plasminogen activation by t-PA 
in the presence of fibrinogen, and in diagnostic assays. 

2 2 . 5,2c4,~9I, ITov. 1:, 1994, In situ PC?, amplification system; 
John G. Atwood, et al., 43:/ 236; 359/393; 422/99, ID2, 134; 
4 2 5/29 3, 316, 3 C 9 ' [ IMAGE AVA I LABLE ] 

V3 PAT ::i>: 5, 2 64,^7 90 [IMAGE AVAILABLE ] LI:: 22 o 

ABSTRACT: 

A complete in situ PC?, system for amplification of nucleic acids 
cintameo in a prepared cell or tissue sample. The containment 
system for the P2P. sample comprises a glass microscope slide, a 
specimen sample containing the target nucleic acid sequence 
mounted on the slide, a flexible plastic cover over the sample, 
and a retaining assembly fastened to the slide and to the cover 
to retain and seal a reaction mixture against the sample during 
thermal cycling. The retaining assembly includes a rigid ring on 
a rim cortion of the co-er, a cross team, having scared carallel 



rails joined by opposite flat ends, and a pair of clips which are 
pressed ever the ends and oppesite sides of the slide to fasten 
the or oss bear:, and cover to the slide. 

34. 5,2 62,697, Nov. 15, 1994 , Scanning probe microscope, 
molecular processing method using the scanning probe micros tope 
and DMA ▼ base ▼ arrangement detecting method; Tc-hru Na^agawa, 
^]/i:5; 150 '3 06 [IMAGE AVAILABLE] 

US PAT NO: 5,: 62, 697 [IMAGE AVAILABLE] LI: : :4 of 
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i-i£o T-rA 1 ^ L i 

This invention relates to a scanning probe microscope which 
examines or processes directly the structure of substance 
surfaces at the molecular or atomic level, and a method for 
processing molecules using a scanning probe microscope and a 
method for detecting DMA ▼ base T arrangement. A scanning probe 
microscope has a probe approaching or contacting the substance 
surface to detect a physical quantity between the substance 
surface and the probe, wherein the physical quantity is what is 
interacted or chemically reacted between the substance surface 
and the molecules or atom groups which act as a sensor and are 
fi::ed on the probe, scanning at an atomic level of precision. 
Therefore, surface structure within a microscopic region can be 
examined or processed at the molecular or atomic level. A method 
for detecting DNA ▼ base ▼ arrangement with any one of three or 
four >mds of probes fixed with any one of four different kinds 
of molecules interacting four kinds of ▼ bases ▼ consisting of 
DMA, by approaching single stranded DNA fixed on a substrate, 
measuring the fo-rce and scanning by an atomic fo-rce microscope at 
an atomic level of precision. 

5,561,613, Nov. 8, 1994 , Sequence specific DNA binding by 
p53; Bert Vogelstem, et al., 455/ 6, 320.1; 536/14.1, 14. 21 
[IMAGE AVAILABLE; 

VS PAT NC: :, 5 6 0, 613 [IMAGE AVAILABLE] Lie: 3c of 

1 ^ 1 

A3 3 T RAG T : 

Specific sequences in the human genome are the sites o-f strong 
binding of wild- type p53 protein, but not mutant forms of the 
protein. These sequences are used diagnostically to detect cells 
in which the amount of wild-type p53 is diminished. The sequences 
can also be used to screen for agents which correct for loss of 
wild-type p:l to DNA in cancer cells. 

: 6 . .,360,714, Nov. 1, 1994, Hepadnavirus polymerase gene 
product having RNA-dependent DNA priming and reverse 
transcriptase activities and methods of measuring the activities 
ohereof; Ghristoph Seeger, 433/5; 151/133.11; 433/15, 69.1, 
91.51; 5u6/13.0, 3 2.^0; 9o5/^4, 1" 'IMAGE AVAILABLE] 

VS PAT NO: 5, 3 63 ,^14 [ IMAGE AVAILABLE " LI 5 : 36 of 

191 

ABSIFACT : 



extracellular combination of a substantially virus-free 
hepadnavirus polymerase gene product and an RNA template for 
hepadnavirus minus strand DNA synthesis, is provided. The 
composition possesses a DNA priming activity and a reverse 
transcriptase activity. The hepadnavirus polymerase gene product 
is produced by in vitro expression of a hepadnavirus pol gene. 
The enzymatically active composition of matter is used in rapid 
in vitro assays to screen potential ant i-hepadnaviral agents. 
Assays for various functions of the hepadnavirus DNA polymerase 
are provided, including: (1) binding of the polymerase gene 
product to hepadnavirus pre-genomic RNA; (2) DNA priming activity 
:f the polymerase gene product; and (3) reverse transcriptase 
activity of the polymerase gene product. 

5,359, 047, Oct. 25, 1994, Nucleic acids encoding DNA 
structure-specific recognition protein and uses therefor; Brian 
A. Donahue, et al., 536/22. 5; 435/6; 530/350; 5 36/23.1 ; 93 5/ 3, 9, 
7 5 [IMAGE AVAILA3LE] 

7S PAT NO: 5, 359,047 [IMAGE AVAILABLE] LI:: 21 of 

191 

ABSTRACT: 

INA structure specific recognition protein of eukaryotic origin 
and DNA encoding such a factor, as well as probes specific for 
DNA structure specific recognition protein or DNA encoding it and 
methods of detecting DNA structure specific recognition protein 
in eukaryotic cells. In particular, a mammalian cellular f actor 
that selectively recognizes and binds DNA damaged or modified by 
a drug ; the anticancer drug, cis-diamminedichltroplat inum (II) or 
oisplatm) has been identified. 

T-f .f 5,354,657, Oct. 1 1, 1994, Process for the highly specific 
Vif^ection of nucleic acids in solid; Hans J. Holtke, et al., 
4i5 / c; 5 2 6/24.3; 935/77, ^3 [IMAGE AVAILABLE] 

VS PAT NO : 5,354,657 [ IMAGE AVAILABLE ] LI:: : S cf 

1 o 1 
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A3STRACT: 

The present invention provides a process for the detect ion of 
nucleic acids of definite sequence by hybridisation with two 
single-stranded nucleic acid probes present in the same solution 
phase complementary to different regions of the nucleic arid to 
be detected, one nucleic acid probe serving as detector probe and 
containing as labelling at least one hapten bound via a chemical 
linkage and the other nucleic acid probe serving as capturing 
probe and being bound to a solid matri::, wherein, as hapten, a 
st ere id is used which on at least one position of the detector 
probe, which does not participate in the hydrogen bridge 
formation with the nucleic acid to be detected, is T oovalently 
▼ bound via a bridge of at least four atoms, the nuclei o acid to 
be detected, present in solution, is incubated with the detector 
probe ana the capturing probe in any desired sequence, whereby 
the binding of the capturing probe on the matri:-: with the nucleic 
acid to be detected is brought about before, during or after the 
incubation, the remaining solution is separated off fr:m the 



matri:-:-bcund compie:-: of the capturing probe, nucleic acid to ice 
detected and detector probe and the compie:-: detected via an 
anti-hapten antibody which is labelled. 

;?. 5,1*4 3 / 55 3, Sep. 1j, 1994 , Method for reducing non-specific 
criming in DMA amplification; "hang-Ning J. Wang, et al . , 4:5 ! 6, 
91.2 [ IMAGE AVAILABLE ] 

75 PAT I TO: 5,: 4 6, 3 52 [IMAGE AVAILABLE] Li 5 : 3 9 of 

191 

ABSTRACT : 

This indention relates to a homogeneous process for amplifying a 
target sequence in a nucleic acid sample and detecting 
amplification in the absence of a separation step. The invention 
further provides a method for nucleic acid amplification under 
conditions which substantially reduce the occurrence of 
nonspecific amplification. Products and an apparatus related to 
the homogeneous process are also described. 

41. 5,34 6,991, Sep. 13, 1994, Tissue factor mutants useful for 
the treatment of myocardial infarction and co agulopathic 
disorders; Scumitra Roy, et al . , 531/350; 435/172.3; f 30/281, 519 
; IMAGE AVAILABLE] 

VS PAT ITO: 5,34 6, 991 [ IMAGE AVAILABLE] Lie: 4 0 of 

191 

ABSTRACT: 

A tissue faotor protein mutant capable of neutralizing the 
ability of endogenous tissue factor to induce coagulation is 
provided. A representative tissue factor mutant designated 101 0 5A, 
KlcbA TE is useful in a method for inhibiting thrombin-induceci 
platelet aggregation in a mammal, either separately or m 
combination with a thrombolytic agent, an anticoagulant, or a 
0?I I . sub .b III. sub . a inhibitor . 

41. 5,340,716, Aug. 23, 1994, Assay method utilizing 

ohotoact ivated chemiluminescent label; Edwin F. Ullman, et al., 

4 3 5/c, [ IMAGE AVAILABLE] 

75 PAT 110: 5,:40,"10 [IMAGE AVAILA3LE] LI:: 41 of 

1 ^ I 

Methods are disclosed for determining an analyte in a medium 
suspected of containing the analyte. One method comprises 
providing ( 1 > a medium suspected of containing the analyte, 1 " a 
label reagent comprising a first specific binding pair sbp :■ 
member assooiated with a photo- chemically activatabie 
chemiluminescent compound wherein the first sbp member is capable 
of binding to the analyte or to a second sbp member to form a 
compie:: related to the presence of the analyte. The method 
further comprises phc t ochemi oally activating the chemiluminescent 
compound. The amount of luminescence generated by the 
chemiluminescent compound is detected. The amount thereof is 
related to the amount of analyte in the medium. Compositions ana 



kits are also disclosed. 
(42.- 5,334,711, Aug. 2, 1994, Synthetic catalytic oligonucleotide 
Structures; Brian Soroat, et al., 536 / 24.5; 424/94.1; 4 3 5/133; 

514 '44; 536/23.1, 24.3, 25.3; 935/3 [IMAGE AVAILABLE; 

US PAT MO: 5, 334 , 711 [ IMAGE AVAILABLE ] LI 5: 43 of 

191 

ABSTFAOT: 

A synthetic catalytic oligonucleotide structure and nucleotides 
having the general structural formula (I) contains: ##3TR1## in 
which 3 represents a nucleoside T base » which is in particular 
selected from the group comprising adenin-9-yl <A) , cyccsin-l-yi 
(C), guanm-9-yl (G), uracil-l-yl (U) , uracil-5-yl t.psi.), 
hypo:-:anthin-9-yl (I), thymin-l-yl (T) and 2 -aminoadenin- 9-yl , 

V m each nucleotide is independently an 0 or a CH.sub.2 group, 
:■: and W can in each nucleotide be the same or different and are 
independently of each other 0, S, MK.sub.2, alkyl or aloo::y 
groups with I to 10, preferably with 1 to 4 carbon atoms, 

R is hydrogen or a straight-chained or branched alkyl, alkenyl 
or aikinyl group with 1 to 10 carbon atoms which is 
substituted, if desired, with halogen, cyano, isocyanc, nitro, 
amino, carbo:-:yl, hydro:-:yl or/and mercapto groups, and in which 
in at least one of the nucleotides the residue R in formula (I; 
is different from hydrogen and is suitable for the cleavage of 
.-■ a- nucleic acid target sequence. 

V 4 3 ./ 5 , 3 32 ,66 6, Jul. 2 6, 1994 , Method, system and reagents for 
ztflA sequencing; James M. Prober, et al., 435/91.5, 6, 963 ; 
4 2 6 '56, 305; 935/77 [IMAGE AVAILABLE] 

73 PAT 170: 5, 33 2, 666 [ IMAGE AVAILABLE] Li:: 42 of 
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A3 ST PACT : 

A DMA sequencing system and method are described to detect the 
presence of radiant energy emitted from different e::cited 
reporter dye-labeled species (DMA fragments) following separation 
in time and/or space, and the identity of the species which emit 
radiant energy closely spaced in wavelength. Functions of the 
emitted energy are obtained which vary over the wavelengths :f 
the closely spaced spectra in different senses and the functions 
ratioed, whereby the ratio is indicative of the identity of the 
2 MA fragments. The emitting portion of the reporter-labeled IMA 
fragment is preferably one of a family of fluorescent dyes based 
on 9-carbo;:yethyl- 6 - hydro:-: y- 3-o:-:o-3K-:-:anthene . These ::anthene 
dyes are ▼ covalently T attached to the DMA fragments through 
the carbo:-:ylic acid functionality, preferably via an amide 
linkage. The dyes may be protected by including an alko::y group 
at the 9-position. A spacer may be inserted between the dye and 
the amine. The fluorescent dye preferably is attached to the DMA 
chain terminators and provides many advantages. Thus only DMA 
sequenomg fragments resulting from bona fide termination events 
will carry a reporter. The DMA sequencing may also : be labeled 
using the ::anthene dyes T whi ch have general utility as f lucres tent 
labels. Also acycl "nucleoside t riphcsrhat es are desoribed as 
being useful as chain terminators in DMA sequencing using a 



modification of the Sanger method. 

44. 5,328,824, Jul. 12, 1994, Methods of using labeled 
nucleotides; David C. Ward, et al., 435/6, 7.1, 91.2; 536^22. 1, 
25.3, 25.31 ; =-35/78 [IMAGE AVAILABLE] 

VS PAT :J0: 5,2 23 , 324 [IMAGE AVAILABLE] L15: 44 of 
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AB ST PACT : 

Compounds having the structure: ##STR1## wherein B represents a 
purine, 7-deazapurme, or pyrimidine moiety v covalently ▼ 
bonded to the C.sup.l 1 -position of the sugar moiety, provided 
that when B is purine or 7-deazapurine, it is attached at the 
N.sup.9 -position of the purine or 7-deazapurine and when B is 
pyrimidine, it is attached at the N.sup.l -position; 

wherein A represents a moiety consisting of at least three 
carbon atoms which is capable of forming a detectable comple:: 
with a polypeptide when the compound is incorporated mt : a 
double-stranded ribonucleic acid, deoxyribonucleic acid duple::, 
or ONA-RNA hybrid; 

wherein the dotted line represents a chemical linkage joining B 
and A, provided that if B is purine, the linkage is attached to 
the 8-position of the purine, if 3 is 7-deazapurine, the 
linkage is attached to the 7 -posit ion of the deazapurine, and 
if 3 is pyrimidine, the linkage is attached to the 5-position 
of the pyrimidine; and 

wherein each of ::, y and z represents ##STR2## either directly, 
or when incorporated into oligo- and polynucleotides, provide 
probes which are widely useful. 

Applications include detection and localization of polynucleotide 
sequences in chromosomes, fixed cells, tissue sections, ana ceil 
extracts. Specific applications include chromosomal karyotyping, 
clinical diagnosis of nucleic acid-containing etiological agents, 
e.g. bacteria, viruses, or fungi, and diagnosis of genetic 
di sorders . 

4 5. 5, 324,483, Jun . 23, 1994, Apparatus for multiple 
simultaneous synthesis; Donna R. Cody, et al., 4 22/121, 99, 101, 
134 [IMAGE AVAILABLE] 

VS PAT NO: 5,324,433 [IMAGE AVAILABLE] LI5: 45 of 

-3 ST? ACT : 

An apparatus and method which provides a suitable location for 
multiple, simultaneous synthesis of compounds. The apparatus 
consists of: a reservoir block having a plurality of wells; a 
plurality of reaction tubes, usually gas dispersion tubes, having 
filters on their lower ends; a holder block, having a plurality 
of apertures; and a manifold, which may have ports to allow 
introduction/maint enance of a controlled environment. The 
manifold top wall has apertures and a detachable plate with 
identical apertures. The apparatus is constructed from materials 
which will accommodate heating, ceo i in 3, agitation, or corrosive 
reagents. Gaskets are placed between the components. Rods or 
clamps are provided for fastening the components together. 
Aroaratus operation involves Dlacina the filters on the lower 



ends jf the reaction tubes in the reservoir block wells, and the 
upper ends passing through the holder block apertures and into 
the manifold. The apparatus provides in e::cess of 1 irg :f each 
product worn structural knowledge and control over each compound. 
Vsing the apparatus a series of building blocks are ▼ crvaiencly 
▼ attached t: a solid support. These building blocks are then 
modified by T covalently ▼ adding additional different building 
blocks or chemically modifying some existing functionality until 
the penultimate structure is achieved. This is then cleaved from 
the solid support by another chemical reaction into the solution 
within the well yielding an array of newly synthesized individual 
c:mp:unds, which after post reaction modification, if necessary, 
are suitable for testing for activity. 

46. 5,317,009, May 31, 1994, Ant i -HIV proteins GAP 31, DAP 3 5 
and Z'AP 31 and theraoeutic uses thereof; Sylvia Lee-Huang, et 
al., =14/5, 11, 38c;' 530/370, 577, 337.1, 395 [IMAGE AVAILABLE] 

75 PAT NO: 5,317,039 [IMAGE AVAILABLE] L15: 46 of 
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Xew proteins, termed GAP 3 1, obtainable from the seeds of 
Gelonium multiflorum, and DAP 30 and DAP 32, obtainable from the 
leaves or seeds of Dianthus caryophyllus, or the above proteins 
produced by recombinant means, are useful for treating HIV 
infections. In treating HIV infections, the protein is 
administered alone or in conjunction with other anti-HIV 
therapeutics. Also provided are processes for purifying the 
proteins, DNA sequences encoding the proteins, hosts expressing 
the proteins, recombinant DNA methods for expressing the 
proteins, and antibodies specific for the proteins. 

47. 5,311,527, May 17, 1994, Volt ammet ric sequence- select ive 
sensor for target polynucleotide seauences; Susan R. Mikkelsen, 
et al., 204/153. 12, 403, 412; 435/233, 291, 310, 317; 4 3c /?4, 311 
[IMAGE AVAILABLE] 

73 PAT ::o : 5,312,527 [ IMAGE AVAILABLE 1 LI 5 : 4 ~ of 
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1 — , - T T; i T • 

The present invention relates to a volt ammet ric 
sequence-selective sensor for target polynucleotide sequenoes 
which essentially comprises: an immobilized polynucleotide pro-be 
having one end ▼ covalently ▼ bound onto an ampere-metric 
electrode. The immobilized pro-be includes a target binding regio-n 
capable of hybridizing to the target polynucleotide sequenoes 
forming an immobilized het eroduple:-: having at least a hybridized 
regio-n. The sequence-selective sensor of the present invention 
als: comprises means for volt ammet rically detecting immobilized 
het ero-dupie::es . There is also provided a method for detecting the 
presence of a target polynucleotide anaiyte in a physiological 
sample, which comprises the steps of incubating trie prepared 
physiological sample with the vc It ammet ric sequence-selective 
sensor of the present invention; vol t ammet rically detecting 
immobilized het eroducie::es ; and ccmoanna the resulting 



volcammogram with a control volt ammo gram. 

4:. 5,2 34,603, Apr. 19, 1994, leydig oell stimulator; C. Van 
Cheng, et al., 514/11, 15, 11; 530/2 9^, 398, 399, 416, 41"; 
9:5/60 [ IMAGE AVAILABLE ] 

IS PAT NO: 5, 3 3 4, c 3 3 ; IMAGE AVAILABLE] LI 5 : 4r of 

1 °1 

i-~bS TRACT i 

The present invention relates to a compound which when 
administered to Leydig cells in one testes stimulates the 
product i;n of androgen such as testosterone. This compound, when 
mined with other known compounds, can produce testosterone levels 
in eucess of those obtained by the administration of a mammal 
stimulatory dose of Lutenizing Hormone (LH) . 
49. 5,292,572, Mar. 5, 1 994 , "Nucleic acids labeled with 
naphthoquinone orobe; Steven E. Rokica, et al . , 536/24.:, 32; 
,:4r/:4^/ 545 [IMAGE AVAILABLE] 

US PAT NO: = , 292, 8^3 [IMAGE AVAILABLE] L15: 49 of 
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A3 3 TRACT: 

A sequence directeol reagent is constructed by conjugating a 
methyl naphthoquinone derivative to a henamethylamirio linker 
attached to the 5 f terminus of an oligonucleotide. Annealing this 
modified fragment of DMA to its complementary sequence allows for 
target modification subsequent to photochemical activation. The 
product of this reaction is a * covalent T crosslink between 
the reagent and target strands resulting from an alkylation of 
IMA by the photo excited quinone. The modified sequence is not 
labile to acid, T base T or reductants, and blocks the 
enonuclease activity of the Klenow fragment of DNA polymerase I. 
In another embodiment, a highly reactive moiety, such as Br is 
attaohed to the methyl group of the naphthoquinone derivative. 
This reagent is similarly linked to an oligonucleotide probe. 
Activation of this probe linked alkylating agent is by a 
reductive signal which may either naturally occur within the 
cell, such as an enzyme, or introduced into the media containing 
the target molecule. 

51. 5,292,652, Mar. 8, 1994, Equine herpesvirus 1 tk mutants; 
Maion Kit, et al., 4 3 5 2 3 5.1, 1^2.3, 320.1; 925 / 22 [IMAGE 
AVAILABLE ] 

US PAT III: t, 292, 653 [IMAGE AVAILABLE] LI5: 5C of 
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The present invention relates to Equine Herpesvirus Type I 
mutants which fail tc> produce any functional thymidine kinase as 
a result of a deletion and/or insertion in the EHV-I thymidine 



525/355.2:, 395, 413 [IMAGE AVAILABLE; 

US PAT NO: 5,3 3 6,654 [IMAGE AVAILABLE] LI 5: 51 of 

1 ? I 

An isolated TGE-.beta. superger.e family 'I5F; receptor 
cclvpeptiue is provided. This polypeptide preferably is an 
inhibin/ activin receptor polypeptide and has at least 75% 
sequence identity with the mature human inhibin/ act ivm receptor 
sequence. Also provided is a method for purifying TGF-.beta. 
supervene family members such as inhibin or activin using the 
cciypeptide, and a method for screening for compounds with 
TGF-.beta. supergene family member activity by contacting the 
compound with the polypeptide and detecting if binding has 
occurred and the compound is active. 

= 1. :, 2^9, 354, Jan. 15, 1994, E:-:opepti dase catalyzed 
site-specific bonding of supports, labels and bioactive agents to 
croteins; Fred W. Wagner, et al . , 435/176, 177, ISO, 131; 
456/514, 523, 531, 532; 530/311, 812, 315, 816 [IMAGE AVAILABLE ] 

VS PAT ITO : 5,279,954 [IMAGE AVAILABLE] L15: 52 of 
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The invention provides a means for attaching a label, support or 
bioactive agent to a protein with an enopept idase at a site that 
is remote from the active site of the protein. More specifically 
the invention is directed to a method for the attachment of an 
amino acid, amine and alcohol nucleophile to the carbo:-:yl 
terminus of a protein. In one embodiment, a labeled nucleophile 
is attached to a protein such as an antibody. In other 
embodiment s , the invention is directed to a method for the 
attachment of a protein to an immobilisation support and to a 
method for the attachment of a bioactive agent to a protein. 

53. 5,276, 213, Jan. 4, 1994, Conjugates of biologically stable 
colyf unct ional molecules and polynucleotides for treating 
systemic luous erythematosus; Michael J. Conrad, et al . , 514/2; 
424 /^75.02, 73.24 , - 7r .51; 5 14 /44, 835; 536/24.2 [IMAGE AVAILABLE] 

75 PAT NO: 5,2^6,013 [IMAGE AVAILA3LE] L15: =3 of 



Themically defined conjugates of biologically stable valency 
platform molecules, such as copolymers of D-glutamic acid and 
O-lysine or polyethylene glycol, and polynucleotide duplexes of 
at least 22 ▼ base ▼ pairs that have significant binding 
activity for human lupus anti-dsDNA autoantibodies. The duple::e; 
are preferably homogeneous in length structure and are bound to 
the valency platform molecule via reaction between a functional 
group located at or pro::imate a terminus of each duple:: and 
functional groups on the valency platform molecule. These 
con^uaates are colerocrens for human systemic luous erythematosus 



34. 5,2^3,163, Dec. 14, 1993, Methods for identifying nucleic 
acid ligands; Larry Gold, et ai., 435/6, 91.1 [IMAGE AVAILABLE; 
US PAI NO: 5,273, 16 3 [IMAGE AVAILABLE] L15: 54 of 
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A3SIFA3T : 

The SELEh (Systematic Evolution of Ligands by Exponential 
Enrichment; method is disclosed for the identification of nucleic 
acid ligands. A candidate mixture of single stranded nucleic 
acids having regions of randomized sequence is contacted with a 
target compound and those nucleic acids having an inoreased 
affinity to the target are partitioned from the remainder of the 
oandidate miuture. The partitioned nucleic acids are amplified to 
yield a ligand enriched mixture. 

55. 5,270, 030, 2>ec. 14, 1992, Fibrin binding domain polyceotide 
and method of oroducing; Tikva Vccrel, et al., 424 /1.69, 9^ 2 4 1, 
9.4; 435/ 69.1, 24 0.1, 252.3, 252.53, 320.1 ; 53 0/ 5 50, 395 [IMAGE 
AVAILABLE] 

VS PAT VO: 5,270,030 [IMAGE AVAILABLE] L15: 55 of 
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AB3TFACT : 

This invention provides an imaging agent which comprises a 
polypeptide labeled with an imageable marker, such polypeptide 
having an amino acid sequence substantially present in the fibrin 
binding domain of naturally-occurring human fibronectin and being 
capable of binding to fibrin. The invention further provides a 
method wherein the imaging agent is used for imaging a 
fibrin-cent aining substance, i.e., a thrombus or atherosclerotic 
plaque. Further provided are plasmids for expression of 
ptlypeptides having an amino acid sequence substantially present 
in the fibrin binding domain of naturally-occurring human 
fibronectin and being capable of binding to fibrin, hosts 
containing these plasmids, methods of producing the polypeptides, 
methods of treatment using the polypeptides, and methods of 
recovering, refolding and reonidizmg the polypeptides. The 
invention also provides for purified polypeptides substantially 
free of other substances of human origin which have an amino acid 
sequence substantially present in the fibrin binding domain of 
naturally-occurring human fibronectin and which are capable of 
binding to fibrin. 

5 r . 5,266,453, Xov. 50, 1995 , Gaucher ! s disease: detection of a 
new mutation in intron 2 of the qlucocerebrosidase gene; Ernest 
Beutier, 4 5 : / 6 , 91.2; 5:6/23.1; 923/^, ^5 [IMAGE AVAILABLE] 

US PAT HO : 5,266,459 [ IMAGE AVAILABLE ] LI 5 : 5 6 o f 

i o 1 



A method fcr detecting a new Oaucner disease mutation m an 
allele in a human having a point mutation of an adenine 
nucleotide substituted for a guanine nucleotide at nucleotide 
position I in the normal 

qlucocerebrosidase gene intron 2 is provided. I dent i: 
the mutation is accomplished by first amplifying, 



DNA containing nucleotide position 1 of glucocerebrosiiase gene 
intron 2 followed by detection of the mutation. 



z n . 5,262,536, Nov. 16, 1992, Reagents for the preparation of 
5 '-tagged oligonucleotides; Frank W. Hobbs, Jr., 5 4 6. '25; 
526/25.32 ; 549. -'223, 283; 555/ 165, 191, 192, 215 [IMAGE AVAILABLE] 

US PAT NO: 5,2 62,53 6 \ IMAGE AVAILABLE] LI 5: 5 7 of 

191 

Fluorescent reagents possessing an activated phosphate for ohe 
convenient w covaient w coupling to the 5 1 -hydro::yl of 
oligonucleotides. A class of 5 ' -fluorescence-tagged 
oligonucleptides is also disclosed. 

55. 5,262,177, Nov. 16, 1993, Recombinant viruses encoding the 
human melanoma-associated antigen; -Joseph P. Brown, et al., 
455/255.1; 424 13:. 1, 199.1, 232.1; 425/69.3, 172.5, 240.2, 
252.2, 252.35, 320.1; 550/3^0; 556/25.5; 935/9, 32, 41, 57, 65, 
70, 7 3 ] IMAGE AVAILABLE] 

US PAT NO: 5,2 62, 17 7 [IMAGE AVAILABLE] LI 5: 5 5 of 
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ABSTRACT : 

Peptides or proteins related to a melanoma associated antigen are 
described. These are produced in large quantities via recombinant 
DNA techniques and/or by chemical synthetic methods. The peptides 
or proteins can be used as immunogens in vaccine formulations 
which can induce an immune response that selectively destroys 
melanoma cells in a vaccinated individual. Where the peptides :>r 
proteins are expressed by a recombinant virus, inactivated or 
live virus vaccine formulations may be prepared. 

:?. 5,260,455, Nov. 9, 1993, Saccharide specific binding system 
labeled nucleotides; Dean Engelhardt, et al., 556/23.1; 4 3 3/6; 
536/24.3, 25.32 [IMAGE AVAILABLE] 

US PAT NO: 5,262,435 [IMAGE AVAILABLE] Ll:: 59 of 

1 0 1 

A3 ST FACT : 

The present invention provides nucleotides and polynucleotides 
which are chemically modified or labeled so as to be capable of 
ready detection v/hen attached to and/or incorporated in nucleic 
acid material. More particularly, this invention provides a 
nucleotide selected from the group consisting of (i) a 
ribonucleotide having the formula, ##STR1## wherein ?M is a 
phosphate moiety, SM is a sugar moiety, T BASE T is a 
pyrimidine, purine or 7-deacapurine moiety, and Sig is a 
saccharide moiety. PM is attached at the 2 f ,5 f cr 5 T p: sit ion of 
SM, ▼ BASE ▼ is attached to the I 1 position of SM fr:m the 
N.sup.i position when ▼ BASE T is a pyrimidine cr T covalenoly 
▼ attached to SM; and tii) a nucleotide having the formula, 
fc#cTR2## wherein PM, SM, ▼ BASE ▼ and Sig are as defined above 
tut ?M is attached to the 5 ! or the position of SM when said 
nucleotide is a deo::yribonucleot ide and at the 2 f , 3' :r : ' 
oositicn when said nucleotide is a ribonucleotide, ▼ BASE ▼ is 



▼ BASE ▼ is a pyrimidine or the M.sup.9 position when ▼ BASE ▼ 
is a purine, and wherein Sig is T covalentiy T attached to ?M. 

60. 5,053,350, Nov. 0, 1952/ DMA for expression of aprotinm in 
met hvlot r cohi c yeas: cells; Thomas S. Vedvick, et al., 
^55/054.0:' 200^1; 531 '311; 536/13.: ; IMAGE AVAILABLE: 



"5 PAT NO: 5,153,201 [ IMAGE AVAILABLE 1 L15: 60 c 
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AB ST PACT : 

Bic logically active aprotinin (APR) molecules, naturally 
occurring, relatively short, single chain polypeptides, are 
creoarea by growing mechylot rophic yeast transf ormants contaimn 
in their genome at least one copy of a DNA sequence operably 
encoding APR, in operational association with a DNA sequence 
encoding the S. cerevisiae alpha mating factor pre-pro sequence 
(including a processing sequence selected from 

lys-arg- ( glu-ala ) . sub . ::, wherein :•: is an integer falling in the 
range of 0-3), both under the regulation of a promoter region of 
a gene of a methylorrophic yeast, under conditions allowing 
expression of said DNA sequences, and secretion of APR molecules 
In: o the culture medium. Also disclosed are novel DNA fragments 
and novel recombinant yeast strains which are useful in the 
practice of the present invention. 

61. 5,05 6,641, Oct. 16, 1995, Compositions of soluble complemen 
recent or 1 (CRl! and a thrombolytic agent, and the methods of us 
thereof; Douglas T. Fearon, et al., 514/8; 404/94.63, 94.64; 
435/015, 016; 514/0; 530/550 [IMAGE AVAILABLE ] 

V5 PAT NO : 5,056,640 [ IMAGE AVAI LABLE ] 
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ABSTRACT : 

The present invention relates to compositions comprising soluble 
complement receptor 1 (CRl) and a thrombolytic agent. In a 
specific embodiment, the thrombolytic agent is anisoylated human 
plasminogen-streptokinase activator complex (ASPAC) . The 
invention further relates to methods for treating thrombotic 
conditions in humans and animals by administering a composition 
comprising soluble CRl and a thrombolytic agent. In particular, 
the compositions and methods are useful both for reducing 
rererfusi:n injury and ameliorating the other effects of 
mvo oardi al mf ar ot i on . 

60. 5, 0:0, "04, Oct. 10, 1995, Method of extracting particular 
nucleic acid fragment; Toshihiko Kishimoto, et al., 556/05.4; 
4 2 5/6, 91.50, 91.53; 935/19 [IMAGE AVAILABLE] 



I digesting the nucleic acid cr nuclei: acids mi::ture v;i:h 
restriction enzymes to obtain a mi::ture of nucleic acid 
fragments, said restriction enzymes consisting of :A two 
different en:pes capable of producing the particular nucleic 
acid fragment bearing predetermined and distinct restriction 
ends on its 5' and ?' terminals and (3) one or more restriction 
enzymes different from (A), for which the particular nucleic 
acid fragment contains no relevant restriction sites; 
(2) preparing two distinct DMA linkers capable of binding to the 
respective restriction ends of the particular nucleic acid 
fragment; (3) allowing the linkers to react with the mi:;ture of 
nucleic acid fragments; 

4 1 subjecting the resulting reaction mixture tc the first 
hybridization with an immobilized probe complementary to one of 
the linkers; i:! isolating the hybridized nucleic acid fragment 
from the probe; {6} subjecting the isolate:! nucleic acid fragment 
to the second hybridization with an immobilized probe 
complementary to the other linker; and 

(7) isolating the hybridized nucleic acid fragment from the 
crobe . 

62. 5,242,794, Sep. 7, 1993, Detection of specific sequences m 
nucleic acids; Norman M. Whiteley, et al., 4:5/c, 303; ::c/2 5.4; 
9 ] :■ / 7 3 [ IMAGE AVAILABLE ] 

15 PAT NO: 0,242,794 [IMAGE AVAILABLE] Lit: 63 of 
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ABSTRACT: 

The invention provides a method for diagnosis of genetic 
abnormalities or other genetic conditions which can be readily 
automated. The method is used tc determine the presence or 
absence of a target sequer.ee in a sample of denatured nucleic 
acid and entails hybridizing the sample with a probe 
complementary to a diagnostic portion of the target sequence (the 
diagnostic probe), and with a probe complementary to a nucleotide 
sequence contiguous with the diagnostic portion (the contiguous 
probe), under conditions wherein the diagnostic probe remains 
hound substantially only to the sample nucleic acid containing 
the target sequence. The diagnostic probe and contiguous probe 
are then T covalently ▼ attached to yield a target probe which 
is complementary to the target sequence, and the probes which are 
not attached are removed. In the preferred mode, one of the 
pr:hes is labeled so that the presence or absence :f the target 
sequence can then be tested by melting the sample nucleic 
acid-target probe duple::, eluting the dissociated target probe, 
and testing for the label. In another embodiment, the testing is 
accomplished without first removing probes not ▼ covalently ▼ 
attached, by attaching a hook to the probe that is not labeled, 
so> that the labeled target probe may be recovered by catching the 
ho:-:. In both instances, the presence of both the diagnostic 
probe and the contiguous probe is required for the label to 
appear in the assay. The above method is then applied t: the 
detection of genetic diseases. 



detectable nucieatide; Dean Engelhardt, et al., 53 6. ''25. 32, 23.1, 
25. 6, 2 6.6 [IMAGE AVAILABLE] 

US PAT NO: 5,241,060 [IMAGE AVAILABLE] L15: 6 4 cf 
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AB ST PACT : 

The oresent invention provides nucleotides and polynucleotides 
which are chemically modified or labeled so as to be capable of 
ready detection when attached to and/or incorporated in nucleic 
acid material. More particularly, this invention provides a 
nucleotide having the formula 

PM-SM- * BASE * -Sig 
wherein PM is a phosphate moiety, SM is a sugar moiety and ▼ 
BASE * is a pyrimidine, purine or 7 -deazapurine moiety. PM is 
attached at the 3 f or the 5 f position cf SM when the nucleotide 
is a deoxyribonucleotide and at the 2 f , 3 T or 5' position when 
the nucleotide is a ribonucleotide. T BASE ▼ is attached to the 
1' oosition of SM from the M.sup.l position when ▼ BASE ▼ is a 
pyrimidine or the N.sup.9 position when ▼ BASE ▼ is a purine or 
a 7-deazapurine . Sig is a detectable moiety that is ▼ covalently 
▼ attached to T BASE ▼ at a position other than the C . sup . 5 
position when ▼ BASE ▼ is a pyrimidine, at a position other 
than the C.sup.8 position when ▼ BASE ▼ is a purine and at a 
position other than the C . sup . 7 position when ▼ BASE ▼ is a 
7-deazapurme . 

62. 5,234,320, Aug. 10, 1993, Exopeptidase catalyzed 
site-soecif ic bonding of supoorts, labels and bioactive agents to 
oroteins; Fred W. Wagner, et'al., 435/41, 7.1, 7.92, 181; 
42c/e:2, 544; 530/316 [IMAGE AVAILABLE] 

US PAT 110: 5,234, 320 [ IMAGE AVAILABLE] L15: 65 if 
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ABSTRACT : 

An auxiliary substance such as a label, support, or bioactive 
agent is attached to a protein at a site that is remote from the 
active site of the protein by the use of exopeptidase and a 
nuoieophile which is an amino acid, amino acid derivative, amine 
or alcohol. In one embodiment, the nucleophile is attached to the 
carboxy terminus of a protein by catalysis with exopept idase to 
form an adduct and then the adduct or its combination with a 
linker arm is bound to the auxiliary substance. In another 
embodiment, the auxiliary substance or its combination with a 
linker arm is bound to the nucleophile to form an intermediate 
substance which is then coupled by catalysis with exopept idase to 
the carboxy terminus of a protein. 

tc. 5,224,311, Aug. 10, 1993, Assay for a new gaucher disease 
mutation; Ernest Beutler, et al., 435/6, 91.2; 536/25.1; 935/"", 
"8 ; IMAGE AVAILABLE] 



US PAT II 0: 



5,234,311 [IMAGE AVAILABLE] 
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A method for detecting a new Gaucher disease mutation in an 
allele in a human having an insertion mutation of a guanine 
nucleotide adjacent to nucleotide position 57 m the normal 
glucocerebrosidase gene e::on 1 is provided. Identification of the 
mutation is accomplished by first amplifying, with a polymerase 
chain reaction (?CR) primer, a region of human genomic DNA 
containing nucleotide positions 57 and 55 of glucocerebrosidase 
gene e::on 1 followed by deoection of the mutation. 
e~. 5,115,00", Jul. 6, 1 993, Ribocyme compositions anu methods 
for use; Hugh D. Robertson, et al., 4 5 5/91.3 1, :, 6; 53 6/13.1; 
9j:/77, 7 3 [ IMAGE AVAILABLE ] 

VS PAT :T0: 5,125,357 [IMAGE AVAILABLE] LI 5 : 67 of 
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A3STFA1T : 

Ribozymes, sequences cleaving KNA, derived from sequences present 
in the hepatitis delta virus, have been engineered for greater 
specificity without increasing size. The specific ribozyme 
sequences are useful as reagents for cleaving RNA for 
experimental studies as well as antiviral therapies. Examples 
demonstrating the targeting of these sequences against HIV and 
Crohn's disease are described in detail. The sequences are also- 
useful as diagnostics for the detection of hepatitis delta virus 
m tissue and fluid samples, as in blood banking, as well as in 
isolation and characterization of new viroids having ribc-zyme 
activity, using an RNA-specific hybridization method. Based on 



anal 



vsis of the two domain structure of the hepatitis delta 



rirus, it is possible to construct a vector for expression of 
icn-hepat it is delta virus proteins in mammalian cells. 



65. 5,113,413, Jun. 19, 1993, Method for making variant secreted 
croteins with altered properties; David V. Goeddei, et al., 
435/69.3, 69.4, 69.51, 69.6, 69.7, 171.3, 159, 195, lio, 116, 116 
[ IMAGE AVAILABLE ] 

VS PAT NO : 5, 113, 403 [ IMAGE AVAILABLE ] L 1 5 : 63 o f 
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ABSTRACT : 

A screening method for the selection of mutagenized proteins that 
are normally secreted by cells is described. The method includes 
the development of a cloning vector for the expression of 
secretory proteins as fusion proteins on the cell surface of 
transfected mammalian cells. The secreted pro'tein is displayed on 
the cell surface by fusion with the glycophospholipid membrane 
anchor of decay accelerating factor iIAF). Tissue-type 
plasminogen activator (t-PA!, which is normally secreted, is used 
as a model protein. PCR mutagenesis is used to generate random 
mutations within the Kringle 1 (Kl) domain of t-PA. Fluorescence 
activated cell sorting (FACS) is employed to screen for t-PA 
mutants possessing a loss of an epitope to a specific Mab, whose 
nonlinear binding domains overlap with the t-PA clearance 
receptor contact regions nc-vel t-PA mutants designated NlloS, 
N1415S, and K159R were discovered by this method. 

69. 5,113,101, Jun. S, 1993, Nucleic acid probe containing a 



terminal carbamyl linking non-radioactive labeling and 
preparatmg processes; Alfredo Iravador, et al . , 536/ 24.2 ; 435/ 6, 
91.5, 183, 313; 436/531; 536/25.31, 25.32, 22.33, 26.22, 26.6, 
16.71, 26.^2, 26 . 8; 935^8, 38 [IMAGE AVAILABLE ] 

75 PAT NO: 5,218,132 [IMAGE AVAILABLE ] L15: 69 of 
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The subject of the present invention is a nucleic acid probe 
containing a nucleic acid sequence, wherein the said sequence is 
linked at its 5 T end, via a divalent bifunctionai chemical "am" 
L, to a "labeling component" M, M being a synthetic or natural 
molecule which is directly or indirectly detectable in a 
non-isotopic manner, according to the formula I: ##STR1## in 
-which j=K or OK 

n denotes the number of nucleotides from 1 to 16-3, 033 

3 is a purine or pyrimidine nucleic acid ▼ base T , which varies 

according to the nucleotide, as appropriate. 

The sub:ect of the invention is also a process for preparing such 
probes, employing an intermediate compound consisting of a 
nucleotide synthon of formula IV ##3TR2## in which V, B, L and 
R.sub.l have the meanings given above, B optionally being 
protect ed, 

R.sub.l denotes H or any phosphorylated group, optionally 
protected, suited to the introduction of the compound of formula 
IV at the : f end of another nucleotide, for a given type of 
mt ernuci eo tide -assembling synthesis . 

70. 5,217,866, Jun . 8, 1993, Polynucleotide assay reagent and 
method; James Summerton, et al . , 4 35/6; 4 36/501; 935/77, 78 
[IMAGE AVAILABLE] 

75 PAT NO: * , 217, 866 [IMAGE AVAILABLE] LIS: 70 of 

101 

A3 ST FACT : 

A diagnostic reagent and system for determination of a 
single-stranded polynucleotide analyte having a selected target 
sequence. The reagent includes a solid support and multiple 
support-bound polymers designed to bind specifically to the 
analyte. Each polymer is composed of a sequence of ▼ base * 
-complementary recognition moieties which can bind specifically 
to corresponding contiguous ▼ bases * in the analyte target 
sequence, and an unbranched, substantially uncharged, 
substantially st ere: regular backbone. A reporter in the system 
contains ia^ a polycationic tail effective to bind 
electrostatically to the analyte, under conditions in which the 
reporter does not bind to the substantially uncharged polymers, 
and \'c ] reporter groups by which the presence of the reporter can 
be detected. 

~1. 5,216,126, 7un . 1, 1993, Receptor polypeptides and their 
cr: duct ion and uses; Edward T. Co::, et al . , 530/2-50, 36S.22, 
3 8 9.1 [IMAGE AVAILABLE] 

US PAT 110: 5,216,126 r IMAGE AVAILABLE' L15: "1 of 



An isolated TGF-.beta. supergene family (TSF) receptor 
polypeptide is provided. This polypeptide preferably is an 
inhibin -''act ivin receptor polypeptide and has at least 751 
sequence identity with the mature human inhibin/ act ivin receptor 
sequence. Also provided is a method for purifying TGF-.beta. 
supergene family members such as inhibin or activin using che 
polypeptide, and a method for screening for compounds with 
TGF-.beta. supergene family member activity by contacting the 
compound with the polypeptide and detecting if binding has 
occurred and the compound is active. 

71. ) =,215,382, Jun. 1, 1993, Method of immobilizing nucleic acid 
-cu^a solid surface for use in nucleic acid hybridization assays; 
Ghander Bahl, et al., 425/6, 810; 436/518, 520, 303; 925/77, 73 
[IMAGE AVAILABLE] 

US PAT NO: 5,215,832 [IMAGE AVAILABLE] L15: 72 of 
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AS ST PACT : 

Methods of immobilizing nucleic acid on a solid surface for us in 
nucleic acid hybridization assays is disclosed. The methods of 
the invention comprise reacting a modified nucleic acid strand 
comprising a variable portion and an anchor portion wherein one 
variable portion comprises a nucleotide sequence having a 
selected ▼ base ▼ sequence and the anchor portion comprises at 
least one ▼ nucleotide ▼ ▼ base ▼ ▼ modified ▼ with a 
primary amine function or nucleotide T base * equivalent having 
a primary amine function and reacting the modified nucleic acid 
strand with a free aldehyde group of the solid surface in the 
presence of a reducing agent to form complexes of the modified 
nucleic acid strand and at least a portion of the free aldehyde 
groups on the solid surface. 

73. ^5,210,412, May 11, 1993, Method for analyzing an organic 
sample; Robert J. Levis, et al . , 250/288, 282, 237 [IMAGE 
AVAILABLE] 

VS PAT HO: 5,210,412 [IMAGE AVAILABLE] L15: 73 of 
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AESTFAjOT : 

Described is a method and apparatus for analyzing an organic 
sample. In the preferred embodiment, this method and apparatus 
allows the determination of the ▼ base ▼ sequence of a nuclei o 
acid by determining the molecular weights of the components of a 
biological sample. The method uses either a pre-existing 
ohromophore or the ▼ covalent ▼ attachment of an ionic able 
chromophore to a biological sample followed by the vaporization 
of these molecules by exposure to an incense pulse of 
electromagnetic radiation in the presence of a matrix which 
strongly absorbs the radiation. The gaseous molecules are 
subsequently extracted into an evacuated irnization chamber and 
then exposed to electromagnetic radiation at a wavelength which 
specifically excites the chr:mophore ▼ covalently ▼ attached tc 
the biological sample. The molecular weights of these ionized 
species are then determined by mass spectroscopic analysis. This 



•p.- - 



method of molecular weight determination allows for a E-'NA 
sequencing method. Four samples of 1NA molecules are prepared 
such that each is T ccvalently T linked to an icnioarLe 
chromophcre and each is fragmented by a means -which results i 
fragments within each of the four samples that terminate at a 
different one of the nucleotides A, C, G or T. Each of these 
fragmented samples is subsequently introduced int: the said 
^ocaratus in order to determine their molecular weights hence 
cr:vidina the strand length if the fragments. The data generated 
may be analyzed by high-speed computer, the four data sets 
correlated, and the sequence deduced. 

74. 5,213,136, May 4, 1992, N- ( . omega., (. omega . -1 ) -dialkylo::y ■ - 
and N- ( . omega . , 

; . omega . - i ) -di alkenylo::y ) -al>-l-yl-N, N, N-tet rasubst itut ed 
ammonium lipids and uses therefor; Deborah A. Epostem, et al . , 
4 24 /4 : 0 ; 264 / 4.1, 4.1-2, 4.6; 424 /422, 423, 427, 423, 44 9; 43:/E29 
[IMAGE AVAILABLE ] 

15 PAT NO: 5,203,11-6 [IMAGE AVAILABLE] L15: 74 :f 
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ABSIFACl : 

This invention relates to compounds of the formula ##3TR1## or an 
optical isomer thereof wherein R.sup.l and R.sup.2 are the same 
or different and are an alkyl or alkenyl group of 6 to 24 carbon 
atoms; R.sup.2, R.sup.4 and R.sup.5 are the same or different and 
are alkyl of 1 to 3 carbon atoms, aryl, aralkyl of 7 to 11 carb:n 
atoms, or when two or three of R.sup.l, R.sup.4, and R.sup.5 are 
taken together to form quinuclidino, piperidino, pyrrolidine, or 
rmorpholmo; n is 1 to 3; and M is a pharmaceut ically acceptable 
ani on . 

:, 236, 161, Aor. 27, 1992, Human plasma carbooiypeot idase B; 
Dermis T. Drayna/ et al . , 455/212, 69.1 [IMAGE AVAILABLE] 

U3 PAT NO: 5,2 06,161 [IMAGE AVAILABLE] LI 5: "5 :f 
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AB5TFAGT: 

A novel polypeptide, designated plasma carbonypept idase B .P2?B , 
has been purified from human plasma. It has been cloned from a 
human liter cDXA library using PGR amplification. Provided herein 
is nuclei o acid encoding PGP3 useful in diagnostics and in tine 
reocmbunant preparation of PGPB. PCP3 is used m the preparation 
and purification of antibodies thereto, in the purification of 
plasminogen, in the inhibition of plasminogen activation by t-?A 
in the presence of fibrinogen, and in diagnostic assays. 

^6., 5,2:4,456, Apr. 2C, 1992, Derivatives of nucleosides ana 



;ir use tor one svntnesis or o^iaonuc^eotiaes ; dirtier 



o , ~ U 4 , 4 t c [ IMAGE AVAILABLE _ 



The invention relates to derivatives of nucleosides and their u 
fjr the svnthesis of oligonucleotides. These derivatives are on 
accordance with the formula: ##5TR1## in which B represents a 
radical derived from guanine, cytosine or adenine, whose e::ocyl 
:TH group is protected by the group ##SIR2## with R.sup.l 
representing a hydrogen atom or a alkyl radical and R.sup.l a 
hydrtgen atom, and alkyl radical, an airiony radical and 
optimally substituted arylov.y radical, R.sup.3 represents a 
hydrogen atom, the dimetho::yt rit yi radical or the radical 
ff#3TR?## R.sup.4 represents a hydrogen atom, the radical of 
formula: *#5TR4## or a radical suitable for the synthesis of 
polynuceiotides and R.sup.5 represents a hydrogen atom or the 
protected or unprotected hydro::yl OH radical. 

"7. :, 191, 5 7 2 , Mar. 1, 1995, Hybrid tryptophan ape repressor 
containing liaanri binding sites; Waldemar Lernhardt, et al., 
435/177, 69.1," 69.7; 530/350, 312; 930/150 [IMAGE AVAILABLE] 

US PAT NO : 5,190,373 [IMAGE AVAILA3LE] LI 3: l n 

ABSTRACT: 

Hybrid proteins containing repressor proteins and substituted 
receptor binding sites, ammo acid and DNA sequences encoding t 
hybrid proteins are provided. Methods for preparing the hybrid 
proteins are also described. 

^8. 5,157,266, Feb. 16, 1993, Antitumor aldophosphamide 
glycoside and dideo::yuridine derivatives; David Farquhar, et al 
53c76.4, 16.3; 553/180, 199, IOC; 561/10 [IMAGE AVAILABLE] 

US PAL NO: 5, 15", 16 6 [ IMAGE AVAILABLE] L15: 7 5 

A3 ST PACT : 

A compound having the structure: ##STR1## wherein R is CH.sub.3 
C.sub.l H.sub.5, C.sub.3 H.sub. 7 , t-C.sub.4 K . sub . 9 cr C.sub.c 
H.sub.5 ; R.sup.l is NH.sub.2, lTHCK.sub.3, NHC . sub . 1 H.sub.5, 
:iHC.sub.5 H.sub.7, ITHC.sub.4 H.sub.9, NHCH.sub.2 CH.sub.2 CI, 
:iHC . sub . c H . sub . 5 , IT ( CH . sub . 3 ) . sub . 1 , IT { C . sub .1 H . sub . 5 ) . sub . 1 , 
IT i C . sub .5 H . sub . 7 ) . sub . 2 , ITCH . sub .5 ( C . sub .1 H . sub . 5 ) , ITCH . sub . 

C.sub.l H.sub.7), IT (CH. sub. 2 CH.sub.2 CI). sub. 2, XHOH, 
IIHIJHCO. sub. 2 CH.sub.2 C.sub.6 H.sub.5, XHNHCO . sub . 1 
V IH . sub . 2 ; . sub . 2 , OCH . sub . : , OC . sub .1 H . sub . : , OC . sub . : K . sub . 
DC . sub .4 H . sub . 9 , OC . sub .6 H . sub . 5 , OC . sub .1 C . sub .6 H . sub . 5 , 
CH . sufc . 5 , C . sub .1 H . sub . 5 , C . sub .5 H . sub . 7 , C . sub .4 H . sub . 9, 
CH.sub.2 NO. sub. 2 or CH.sub.2 NH.sub.2 ; and R .sup. 2 is 
ITHCH.sub.2 CH.sub.2 CI or Vi'CH.sub.2 CH.sub.2 Cl-.sub.2. 
These compounds ir.ay be used to eliminate occult leukemic 
olonogenic cells from bone marrow by contacting the bone marro 
v;ith a soluci:n comprising levels of sard compound sufficient 
eliminate cccult leukemic cloncgenic cells. Analogously, tumor 
cells in a host or organ of a h : s t may be eliminated by 
treatment of the host or host's organ with a compound of this 
description . 



Compounds of this description are stable aldophosphamide analogs 
activatable by the action of an esterase and a subsequent E-l 
elimination reaction t: form acrolein and a phosphoramidic 
mustard of the formula: A stable aldcphosphamide analog 
aotivatable by the action of an esterase and a subsequent 
spontaneous E-2 elimination reaction to form acrolein and a 
phosphoramidic mustard, sard phosphoramidic mustard having the 
formula ##5TR2## R is KH.sub.2, NHCH.sub.3, NHC . sub . 2 H.sub.5, 
ITKC.sub.3 H.sub.7, NHC . sub . 4 H.sub.9, XHCH.sub.2 CH.sub.2 CI, 
:IHC . sub . c H . sub . : , II ( CK . sub . 3 ) . sub . 2 , X ■■ C . sub .2 H . sub . 5 ) . sub . 2 , 
II ( C . sub .3 H . sub . 7 ) . sub . 2 , ITCH . sub .3 ( C . sub .2 H . sub . 5 ) , NCH . sub . 3 

C.sub.3 H.sub.7), II (CH.sub.2 CH.sub.2 CD. sub. 2, NHOH, 
ITHNHCQ . sub . 2 CH.sub.2 C . sub . 6 H.sub.5, NHNHCO.sub.2 
3 i CH . sub . 3 ) . sub . 3 , OCH . sub . 3 , OC . sub .2 H . sub . 5 , OC . sub .3 H . sub . 7 , 
OC . sub .4 H . sub . 9 , OC . sub .6 H . sub . 5 , OC . sub .2 C . sub .6 K . sub . 5 , 
IK. sub. 3, C.sub.2 H.sub.5, C.sub.3 H.sub. 7 , C.sub.4 H.sub.9, 
CH.sub.2 NO. sub. 2 or CH.sub.2 NH.sub.2 ; and R.sup.l is 
NHCH.sub.2 CH.sub.2 CI or IT(CH.sub.2 CH.sub.2 Ci).sub.2. 

^9. ~, 18^,459, Feb. 9, 1993, Acridinium ester labelling and 
purification of nucleotide orobes; Lyle J. Arnold, Jr., et al., 
e 2 6 / 2 4 . 3 ; 435/6 [ IMAGE AVAILABLE] 

US PAT NO: 5,165,439 [IMAGE AVAILABLE] L15: 79 of 

191 

ABSTRACT: 

Methods for the construction, labelling and subsequent 
purification of nucleic acid probes containing primary amines 
with acridinium esters 

4- ( 2 -sucoinimidylo::ycarbonyl-ethyl ) phenyl-10-methylaoridinium- 9- 
oarbo::yl at e f luorosulf onate ) . The method for attaching acridinium 
esters to probes uses high (0.1 to 5G mM) acridinium ester 
concentrations achieved using organic solvent in concentrations 
of 201 to 3 0% by volume, and may be carried out either in 
solution, or with one or the other of the acridinium ester or the 
probe suspended in solution. Purification (the separation of 
labelled probe from unlabelled probe and free label) involves =: 1 : 
first removing most of the free acridinium ester label from probe 
using rapid separation techniques, then (2) removing 
substantially all remaining free label from the probe and 
separating labelled probe from unlabelled probe, involves 
specific applications of ion exchange, reverse phase cr 
hydronyapatit e HPLC. 

33. 3, It], 635, Feb. 2, 1993, Meohod for chromatographic 
separation of synthetic phosphorothic at e oligonucleotides; B. 
John Bergot, 536/25.41, 27.12, 55.3; 925/19 [IMAGE AVAILABLE ] 

US PAT NO: 5,13 3,335 [ IMAGE AVAILABLE] L15: 3 0 of 

191 

AB ST FACT : 

A method is provided f;r the preparation and/ or analysis or 
synthetic phosphorothioate and -dithioate oligonucleotides. In 



particular, the method permits separation of fully sulfurized 
phc sphorothioate :r -dithioate oligonuclec t ides from incompletely 
sul fumed defect species cn st rong-ani :n e:: change HF1C columns 
using concentration gradients cf novel "soft T base ▼ " anionic 
eluencs, such as bromide, thiocyanate, and the like. 

21. 5,121,115, Jan. 16, 1993, Nucleotide sequences which are 
selectively expressed m pre-3 cells and probes therefor; Steven 
?. . Bauer, et al., 4: 2 14 2.1, 171.2., 251.3, 151.32, 310. 1; 
:36 / 22.5, 24.21 [ IMAGE AVAILABLE] 

75 PAT NO: 5,131,105 [IMAGE AVAILABLE] L15: 51 of 

191 

ABSTRACT: 

The present invention provides nucleotide sequences which are 
selectively expressed m pre-3 cells, probes comprising a 
c olynucleoc ide hybridizing specifically tc such a nucleotide 
sequence and methods for the production of such probes. These 
probes may be used for identifying pre-3 ceils. The invention 
further provides polypeptides translated from a transcript 
romorismg a nucleotide sequence which is selectively expressed 
m pre-B cells :r parts thereof, antibodies against these 
polypeptides and methods for the preparation and use of the 
pclypeptides and antibodies raised against them. 

22. 5,121,100, Jan. 16, 1992, T-DNA oromoters; Jerry L. 
Slightom, et al . , 432/171.2, 69.1, 70~. 1, 140.4 , 151.1, 2 51.3, 

536 / 22.1, 13.6, 14.1; 925/25, 36, 41, 67 [IMAGE 
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73 PAT NO: 2,121,100 [IMAGE A7AILA3LE ] L15: 31 of 

191 

A3 ST? ACT : 

The sequence of the T.sub.L - DMA of Ri plasmids found in 
Agrobact er ium rhioogenes strains HRI and A4 is disclosed. Cinteen 
open reading frames bounded by eukaryotic promoters, ribosome 
binding sites, and polyadenylat ion sites were found, five of 
which were observed to be transcripted in a development ally and 
ohenot yplcaily regulated manner. The use of promoters and 
colyadenylation sites from p?.i T.sub.L -DMA to control enpressicn 
:f hetero Ic gous foreign structural genes is taught, using as 
examples the structural genes for Phaseolus vulgaris storage 
protein iphaseolin), ?. vulgaris lectin, a sweet protein 
. thaumatir7, and Bacillus t huringiens is crystal protein, "esters 
useful f:r manipulation if sequences of the structural genes and 
T-DNA are also provided. 

22. 5,!~~ 1 ,105, Jan. 5, 1990, Prooess for preparing 
o ligc ribonucleos ide and : ligo deo::yribonuc leoside 

coranoohc schat es ; Bernard F. Spielvocel, et al., 536/15.22, 4.1, 
I~.i, 18.1', 15.24, 111 [ IMAGE AVAILABLE] 

70 PAT ill: 5,1^, 195 [IMAGE AVAILABLE } Lit: 23 of 

u 

A prooess of making oligoribonuoleoside and de o::yrib onuole oside 



comprises the steps of condensing a ribonucleotide or 
de::-:yribonuciectide with a nucleoside phosphit yiating agent, 
wherein the ph: sphit viae ing agent includes a 5 1 -jH group 
cr:tected bv ar. acid-labile protecting group and a moiety bonded 
to the phosphorus atom therein that is a stronger proton acceptor 
than the 5 1 -OH group of the ribonucleotide or 
decooyribcnuclectide to form a reaction intermediate, then 
:::idizino the reaction intermediate so formed with a compound 
comprising a Lewis ▼ base ▼ and a boron-containing substituent, 
wherein the lewis T base ▼ is a weaker electron donor than the 
phosphite phosphorus of the reaction intermediate, to form a 
ribonucleotide or deonyribonucleotide bor anophosphat e . These 
steps are repeated on the nucleotide boranophosphate to form an 
: i i go nu elect ide bo r anophosphat e . 

:4. 5,177,19c, Jan. 5, 1993, Oligo (. alpha . -arabino furanosyl 
nucleotides : ; and . alpha . -arabin: furanosyl precurso rs thereof; 
Rich 5. Meyer, Jr., et al., 556/11. 1; :50/j57.5; 55^/1:. 5, 15.6 
[IMAGE AVAILABLE] 

US PAT NO: 5,177,196 [IMAGE AVAILABLE] LI:: 34 of 
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AB ST FACT : 

Novel oligonucleotides formed from . alpha . -D-ar abinofuran: syl 
nucleoside monomers, including oligonucleotides in which :ne or 
more of the monomer units is funct ionalized, are disclosed 
herein, as well as funct ionalized monomeric 

. alpha . -Z'-arabino furanosyl nucleosides and nucleotides. A generic 
formula for the oligomers is: ##STR1## in which 3 is a nucleotide 
▼ base T which will vary from one monomeric unit to the ne::t in 
a preselected oligonucleotide sequence; R is phosphate, 
phsophorothioat e, phosphor amidat e, or alkanephosphonat e ; t is 1 
for funct ionalized monomeric units and zero for the others; W is 
a chemical linker arm; A is a functional group; and n is the 
number of monomeric units in the oligomer. The oligomers are 
useful for diagnostic and chemother apeut ic uses. A novel reaction 
is also disclosed, in which an 

. alpha . -Z'-arabinofuranosyl nucleoside with e::posed hydronyls at 
the Z T - and 3' -positions is selectively protected at the 
Z ? -position in a single reaction. 



164, Can. 5, 1993, Targeted drug delivery via 
rhoschonace derivatives; Nicholas S. Bodor, 514/51, 49, 51, 3 3 5, 
5:c/6 .4, i n .1, l".o, IS.""; 552 '50Z; :55/7C [IMAGE AVAILABLE] 

"S PAT 111: 5,l nn ,: £4 [ IMAGE AVAILABLE] LI:: Eo : 

AB5TrA'~*T : 

The invention provides compounds of the formula *j**STKl**** :r a 
pharmaceucically acceptable salt thereof, wherein [D] is the 
residue of a drug having a reactive functional group, said 
functional group being attached, directly or through a bridging 
group, TT ia an ooiygen-johosphorus bond to the phosphorus atom of 
the **ST?.Z~* moiety; K . sub . 1 is Z.sub.l — 2 . sub . 3 aloyl, C . sub . c 
-2.sub.iC arvl or C . sub . ^ -2. sub. 12 aralkvl; K . sub . Z is hvdrcoe: 



heteroaryl, 2 . sub . 3 - 2 . sub . n cycloalkyl, C.sub.3 -3.sub.^ 
cycI:heteroalkyi or 2. sub.' 7 -2. sub. 12 aralkyl; and R.sub.3 is 
selected fr:^ the group consisting of "J.sub.l -C.sub.3 alkyl; 
3. sub. 2 -C.sub.S alkenyl having one or two double binds; 2. sub. 3 
-3. sub. 7 oyoloaikyl ) --C . sub . r H.sub.Cr --wherein r is zero, one, 
two or three, the cycloalkyl portion being unsubs t it uted or 
bearing 1 or 2 C . sub . 1 -C.sub.4 alkyl substituents on the ring 
portion; (C.sub.6 — C. sub. 10 arylo::y ) C . sub . 1 -C.sub.5 alkyl; 2--, 
;-- or 4-- pyridyi; and phenyl -C . sub . r H.sub.Cr wherein r is 
zero, one, two or three and phenyl is unsubst it ut ed, or is 
substituted by 1 to 3 alkyl each having 1 to 4 carbon atoms, 
a!ko::y having 1 to 4 carbon atoms, halo, t r if iuor omethyl , 
dialkylamm: having 2 to 3 carbon atoms or alkanoyl amino having 2 
to 6 carbon atoms. The compounds are adapted for targeted drug 
delivery, especially to the brain. 

36. 5,175,273, Dec. 29, 1992, Nucleic acid intercalating agents; 
Norbert W. 3ischofberger, et al., 536/26.13, 18.7 [IMAGE 
AVAILA3LE] 

"3 PAT NO : 3,175,273 [ IMAGE AVAILABLE ] LI:: 56 of 

i it 1 



Pyridinone or pyrimi dinone nucleoside ▼ bases ▼ containing 
fused aromatic polycyclic rings are provided. These polycyclic 
nucleosides are incorporated into oligonucleotides and hybridized 
to complementary nucleic acid. Fluorescence spectroscopy and 
thermal denatur at ion profiles provided evidence that the 
polycyclic T base ▼ is intercalated into the resulting duple::. 
The fused polycyclic ring systems optionally are substituted with 
reactive species which inactivate complementary nucleic acids. 
The oligonucleotides of this invention are useful as improved 
probes, diagnostic reagents, or for cleaving or derivaticing 
predetermined domains within nucleic acids. 

37. 3 , 174 , 962, Dec. 29, 1992, Apparatus for determining 2>NA 
secruerices bv mass spectrometry; Thomas M. Brennan, 4 22/73; 
25C / 251; 422/71, 90, 116 ; 43 6 / 59, 155, 161 [IMAGE AVAILA3L2] 

75 PAT NO: :,174,9c2 [IMAGE AVAILABLE] LI:: z n of 

191 

A3 ST PACT : 

This invention relates to the apparatus, for sequencing natural 
or recombinant 1'NA and other polynucleotides. In particular, this 
invention relates to a method for sequencing polynucleotides 
cased o-n mass spectrometry to determine which of the four ▼ 
cases * i adenine, guanine, cytosine or thymine) is a component 
of the terminal nucleotide. In particular, the present invention 
relates tc> identifying the individual nucleotides by the mass of 
stable nuclide markers contained within either the 
didec uynucleot ides , the DNA primer, or the dec ::ynucleot ide added 
to the primer. This invention is particularly useful in 
identifying specific DNA sequences in very small quantities in 
biological products produced by fermentation or other genetic 



engineering techniques. The invention is therefore useful in 
evaluating safety and other health concerns related to the 
presence of LNA in products resulting from genetic engineering 
techniques . 

55. 5,171,844, Dec. 15, 1992, Proteins with factor VIII 
activity: process for their preparation using 
genetically-engineered cells and pharmaceutical compositions 
rent amino them; Albert J. J. van Ooven, et al., 5 31/533; 
-4 5 5 / 69. 6; "514/12; 533/ 3 95, 3 3 3 [IMAGE AVAILABLE ] 

35 PAT IIO: 5,171,544 [ IMAGE AVAILABLE] LI 5: S3 of 

191 

AB5T9A.CT : 

Novel polypeptides having Factor VIII activity are provided as 
v;ell as compositions and methods for their preparation. The 
polypeptides comprise derivatives and fragments of Factor VIII 
and have sequences substantially similar tc portions of naturally 
cccuring Factor VIII. The polypeptides find use in treatment of 
Hemophilia A. 

59. e # It t , 367, lot. 24 , 1992, Method of synthesizing sulfurized 
o iicronucleo tide analogs with thiuram disulfides; Bernard L. 
Hirschbein, 5 53/129; 326/55.3; 548 / 115, 119; 5 68/13, 14, 15 
[IMAGE AVAILABLE] 

US PAT IIO: 5,16 6,387 [IMAGE AVAILA3LE] L15: 8 9 of 

191 

ABSTRACT : 

A method for synthesizing sulfurized oligonucleotide analogs, 
such as phosphorothioat e and phosphorodithioat e analogs, is 
provided that employs a thiuram disulfide as a sulfurizing agent. 
The method of the invention may be used to sulfurize any 
phosphorous ( I I I ) -cent aining intermediate. Preferably, the method 
is practiced on a commercial DNA synthesizer using 
phosphoramidit e and/or phosphorthioamidit e intermedi ao es . 

90. 5,166,515, llov. 24, 1992, Sequence-specific binding polymers 
for duple:-: nucleic acids; James E. Summerton, et al., 518 /406, 
453, 422, 423, 42 5 [ IMAGE AVAILABLE] 

VS PAT ITO: 5,166,315 [IMAGE AVAILABLE] LI 5: 9 J of 

191 



A pol\oter composition effective to bind in a sequence-specific 
manner to a target sequence of a duple:: polynucleotide containing 
different A T at son-C rick basepair oreient aions . The composition 
includes an uncharged backbone with 5- or 6-membered cyclic 
backbone structures and selected ▼ bases ▼ attached to the 
backbone structures effective to hydrogen bond specifically with 
different oriented basepairs in the target sequence. 
?1. 5,162,515, Nov. II, 1992, Conjugates of biologically stable 
polymers and polynucleotides for treating systemic lupus 
ervthematosus; Michael J. Conrad, et al., 536/26.1; 514/555 



US PAT NO: 5,152,515 [ IMA AVAILABLE] L15: 91 of 

I 91 

ABSTRA2I: 

Chemically defined conjugates :f biologically stable polymers , 
such as copolymers of D-glutamic acid and D-lysine, and 
polynucleotide duplexes of at least ?C T base ▼ pairs that have 
significant binding activity fcr human lupus anti-dsDNA 
autoantibodies. The duplexes are preferably homogeneous in length 
and structure and are bound to the polymer via reaction between 
an amino-reactive functional group located at or proximate a 
terminus of each duple::. These conjugates are tolerogens for 
human systemic lupus erythematosus. 

91. 5, 162,22*7, Nov. 1 j, 1992, Recombinant DMA vectors capable :f 
expressing apoaequorin in E. ccli; Milton J. Cormier, 4 35/ 2^:2.2:, 

320 1 1 "[ IMAGE AVAILABLE] 

VS PAT NO: =,162,227 [ IMAGE AVAILABLE] L15: 92 :f 
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ABSTFlACT : 

A gene which codes for the protein apoaequorin is disclosed along 
with recombinant DMA vectors containing this gene. 

92. 5,159,095, Oct. 27, 1992, Substituted silyl alcohols; Ocseoh 
E. Celebusrii, 556/4 36, 449 [IMAGE AVAILABLE] 

US PAT NO: 5,159,095 [IMAGE AVAILABLE] L15: 93 : f 
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ABSTRACT : 

Novel silyl alcohols having bulky subst ituents bonded to the 
silicon, and the silyl group attached to a carbon include the 
preferred 2-silyl-ethan-l-ols . A method for synthesizing 
substituted alcohols include hydrosilat ion of a vinylic ester, 
especially vinyl acetate, followed by hydrolysis in mild ▼ base 
▼ . The silyl alcohols are useful in preparing phosphcrylat ing 
reagents for phosphcrylat ing an 

oligonucleotide. The phosphcrylat ed intermediate bearing the 
silyl group may be separated from failure product on the basis :f 
bulky substituents on the silyl protecting group, which is later 
removed, e.g. by fluoride ion. 

94. 5, 1:2, 2 19, Oct. t, 1992, Process for preparing 
polynucleotides; Marvin H. Oaruthers, et al., 5 3 6/25.2, 25.24 
' IMAGE AVAILA3LE ] 

US PAT 110: 5,152,219 [IMAGE AVAILABLE] LIS: 94 of 

I ?I 

ABSTRA2I : 

New and useful intermediate nucleotides bound to an inorganic 
polymer support, including the preparation thereof, and prccesses 
for the conversion to oligonucleotides which are especially 
useful fcr the synthesis of polynucleotides, particularly 
ribonucleic RITA and deoxyribonucleic » DNA 1 acids, are 
described . 



?5. 5,151,5 5^, Sec. 19, 1991, Alkynylamino-nuoleotides ; Frank 
Hobks, Jr., et al/ 556/16.", 17.14/17.1, 18.51, IS. 55; 544./143, 
14 4 [IMACE A'/AILABLE ] 

US PAT NO: 5,151,5:17 [IMAGE AVAILABLE] LI: : 95 of 

191 

A3STFACT : 

Alkynylamino -nucleotides and labeled alkynylaminonucleot ioies 
useful, for enample, as chain terminating substrates for EITA 
sequencing are provided along with several key intermediates ana 
processes for their preparation. For some applications, linger, 
hydrtphilic linkers are provided. 

9c. 5,14:,91 7 , See . 1, 1991, Pharmaceutical preoar ati:ns ; 
Henri ch K . Paradies, 514/156, 169, 174 ; 544/195/ 509, 213, 315, 
2i n [IMAGE AVAILABLE] 

US PAT NO: 5,143,917 [IMAGE AVAILABLE] L15: 96 ■: f 

191 

ABSTRACT: 

The synthesis and application of N ( 1 ) -n-alkyl-pyrimidinium-salt s 
are described. These surfactants have a very small critical 
micelle concentration ( ) CMC ) in the order of 10. sup. -5 -10. sup. -7 
Mol /Liter. These N(l) -n-alkyl-pyrimidinium components have 
pharmacological activities and can act as antimetabolites. 

97. 5,141,047, Aug. 15, 1991, Uncharged polynucleot ide-binding 
polymers; James Summerton, et al., 544/113, 111, 115 [IMAGE 
AVAILABLE] 

US PAT NO: 5,141,047 [IMAGE AVAILABLE] LI:: 9" : f 

191 

ABSTRACT: 

A composition of polymer molecules effective to bind, with 
substantially uniform binding affinity, to a single-stranded 
polynucleotide containing a target sequence of * bases ▼ . The 
polymer molecules are composed of a sequence of ▼ base ▼ 
-pairing moieties effective to hydrogen bond to oo r responding, 
c:mp lement ary ▼ bases ▼ in the target sequence, under selected 
binding conditions, and a predominantly uncharged, achiral 
backbone supporting the ▼ base T -pairing moieties at positions 
and in orientations which allow hydrogen bonding between the 
pairing moieties of the polymer and the corresponding 
complementary ▼ bases ▼ in the target sequence. The composition 
has diagnostic uses, in a solid-support assay system, and 
therapeutic uses involving inhibition or inactivation of target 
p : lynucle ot ides . 

95. :, 141, "41, Aug. 15, 1991, Vaccines against melanoma; Joseph 
P. Brown, et al., 414/186.1, l"^.l; 435/69.3, "5.1, "1.1, "1.1; 
5:0/550, 595; 556/13.5 [IMAGE AVAILABLE] 



abstra:t : 

Peptides or proteins related tD a melanoma associated antigen are 
described. These are produced in large quantities via recombinant 
::;a techniques and/ or by chemical synthetic methods. The peptides 
or proteins can be used as immuncgens in vaccine formulations 
vrhich can induce an immune response that selectively destroys 
melanoma cells in a vaccinated individual. Where the peptides or 
proteins are expressed by a recombinant virus, inactivated or 
live virus vaccine formulations may be prepared. 
99. 5,132,97], Jul. 25, 1992, Pharmaceutical preparations; 
Henrich Paradies, 424/429; 2 14/9^0; 544/309, 212, 212, ]15, 21" 
L IMAGE AVAILABLE] 

VS ?AT UO : 5, 13 2 , 97] [ IMAGE AVAILABLE ] L 1 5 : 99 of 

191 

A3 ST FACT : 

The synthesis and application of N i 1 i -n-alr:yl-p yrimioinium-s ait s 
are described. These surfactants have a very small critical 
micelle concentration (CMC) in the order of 10. sup.-: -10. sup. -7 
Mo 1 /Liter . These N ( 1 ) -n-alkyl-pyrimidinium components have 
pharmacological activities and can act as antimetabolites. 

ICC. 5,122,413, Jul. 21, 1991, Process for preparing 

co iynucleo tides ; Marvin H . Caruthers, et al., : 2 6 /22. 2 , 12.24 

'[IMAGE AVAILABLE] 

US PAT NO: 5,122,4 13 [IMAGE AVAILABLE] Lit: 102 

of 191 
A3 5 T ^lAC T : 

This invention is a process for the production of 
oligonucleot ides which comprises : 

ia) converting an inorganic polymer into a coupling 
agent-polymer; (b) combining the coupling agent -polymer with a 
blocked nucleoside to obtain a blocked ▼ nucleoside ▼ - ▼ 
modified T support; and (c) removing the blocking group from 
the blocked ▼ nucleoside v ▼ modified * support to provide 

for the coupling of ▼ nucleotides ▼ to the ▼ nucleoside ▼ - 
▼ modified ▼ support . 

IC1. 5,120,123, Jul. 14, 1991, Enhanced nucleic acid 
amplification ore cess; Lawrence T. Maiek, et al., 42:/ 91. 2 1, c, 
1^2.2, 311; 42 6 / 94 , 503 ; 53t/22 . 1 , 24.2 2 [ IMAGE AVAILABLE ] 

US PAT 110: 5,110,2 32 [IMAGE AVAILABLE] LI 5: 101 

f 1 0 1 
AESTFACT: 

This invention relates to an improved process for amplifying a 
specific nucleic acid sequence. The process involves synthesizing 
single-stranded RITA, single-stranded OKA and Double-stranded DMA. 
The single-stranded r.NA is a first template for a first primer, 
the single-stranded DNA is a second template for a second primer, 
and the double stranded DNA is a third template for synthesis of 
a plurality of c:pies of the first template. A sequence of the 
first primer or the sec:nd primer is complementary to a sequence 
of the scecifio nucleic acid and a seauence of the first crimer 



z r the second crimer is homologous to a sequence cf the specific 
nucleic acid. The improvement of the amplification process 
involves the addition of DMSO alone or in combination with BSA, 
v:hioh improves the specificity and efficiency of the 
amplification. The amplification process may be used t: increase 
the quantity of a specific nucleic acid sequence to allow 
detection, or to increase the purity cf a specific nucleic acid 
sequence as a substitute for conventional cloning methodology. 

Ijl. 5, 114 , 44 4 , Jun. 13, 1991, Lact am-cc nt ainmg compositions 
ana methods useful for the extraction of nucleic acids; Jeffrey 
Van Ness, et al., 536 /15. 41; 425/6; 436/173; 536/1: .41; =4 j/451, 
463, 43:, 516; 546/143; 543 '543, 546, 547 [IMAGE AVAILABLE] 

73 PAT NO: 5 , 114 , 4 4 4 [IMAGE AVAILABLE] LI 5: 101 

of 191 
ABSTRACT : 

This invention relates to novel methods for the extraction of 
nucleic acid. In particular methods are described for isolating 
nucleic acid from a sample containing a comple:-: biological 
mixture of nucleic acid and non-nucleic acids wherein the sample 
is combined with an extraction solutio-n comprising a lactam and 
then the nucleic acid material is isolated from the resulting 
combined solution. The resulting combined solution is mixed and 
becomes riphasic and the nucleic acid material is isolated from 
the aqueous phase by precipitation with ethanol. The lactam is 
preferably about 5 to about 70% of the extraction solution and is 
most preferably 1-pyrrolidone, N-ethyl - 2 - pyrrc 1 id-one , 
M-cycl ohexyl-1- pyrrol i done, N-dodecyl-2-pyrro lidone, 
M-methyl-1 -pyrrol idone, N-hydroxyethyl-2-pyrro lidone , 
II-mechyl-2-piperidone, 2- . epsilon. - caprolactam, 
M-mechyl -1 -caprolactam, 2-piper idone or IT- ( 4 - 

hydroxybemyl ) pyrrolidone . Methods for selectively isolating DMA, 
ribosomal RNA and plasmid DMA are also disclosed. 

103. 5,122,345, Jun. 16, 1992, DMA Sequencing apparatus; Stanley 
Tabor, et al., 422 /116 ; 204 /132.3, 299R; 422 / 63. 1, 69, El. J: 
" IMAGE AVAILABLE] 

75 PAT MO: 5,122,345 [ IMAGE AVAILABLE] L15: 103 

of 191 

abst?a:i : 

An automated DNA sequencing apparatus having a reactor fco 
providing at least two series of DNA products formed from a 
single primer and a DMA strand, each DNA product of a series 
differing in molecular weight and having a chain terminating 
agent at one end; separating means for separating the DMA 
products to form a series bands, the intensity of substantially 
all nearby bands in a different series being different, band 
reading means for determining the position an 

This invention was made with government support including a 
grant from the U.S. Public Health Service, contract number 



1C4. 5,118,6 118, Jun. 2, 1992, Pharmaceutical preparations; 
Henrich H. Paradies, 544/559, 242, 312, 313, 315, 31" 7 [ IMAGE 

US PAT NO: 5,118,805 [IMAGE AVAILABLE] L15: 104 
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ABSTRACT : 

The synthesis and application of N ( 1 ) -n-alkyl-pyrimidmium-salt s 
are described. These surfactants have a very small critical 
micelle concentration (CMC) in the order of 10. sup. -5 -10. sup. 
Mcl/'Liter . These N ( 1 ) -n-alkyl-pyrimidinium components have 
pharmacological activities and can act as antimetabolites. 

105. 5,118,802, Jun. 2, 1992, DNA-reporter conjugates linked via 
tine 2 ! or 5 ? -orimarv amino or roup of the 5' -terminal nucleoside; 
Lloyd M. Smith, et ai., 526/24.3, 25.32, 26.6, 21.1 [IMAGE 
AVAILABLE] 

VS PAT NO: 5,118,802 [IMAGE AVAILABLE] L15: 105 

of 191 

ABSTRACT: 

The invention consists of compounds and methods for the synthesis 
:f oligonucleotides which contain one or more free aliphatic 
amino groups attached to the sugar moieties of the nucleoside 
subunits. The synthetic method is versatile and general, 
permitting amino groups to be selectively placed at any position 
on oligonucleotides of any composition or length which is 
attainable by current DVA synthetic methods. Fluorescent dyes or 
other detectable moieties may be ▼ covalently T attached to the 
amino groups to yield the corresponding modified oligonucleotide. 

106. 5,118,8 10, Jun. 2, 1992, Oligonucleotides possessing a 
onmary amino Group in the terminal nucleotide; Lloyd M. Smith, 
et al.j 5 36/22 7 1 , 24.3, 2:.i, 27.4 [IMAGE AVAILABLE] 

VS PAT NO: 5,116,8 00 [IMAGE AVAILABLE] LI:: 10c 
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ABSTRACT : 

The invention consists of compounds and methods for the synthesis 
:f : ligonucleot i des which contain one or more free aliphatio 
amino groups attached to the sugar moieties of the nucleoside 
subunits. The synthetic method is versatile and general, 
permitting amino groups to be selectively placed at any position 
on oligonucleotides of any composition or length which is 
attainable by current D1TA synthetic methods. Fluorescent dyes or 
other detectable moieties may be T covalently v attached to the 
amino groups to yield the corresponding modified oligonucleotide. 

10^. 5,113,0 05, May 12; 1992, Process for synthesis of siiyl 
aloohols; Joseph E. Oelebusoi, 4 4 9 [IMAGE AVAILABLE] 

VS PAT V0: 5,115,005 [IMAGE AVAILABLE] LI 5: 11" 



Novel silyl alcohols having bulky substituents bonded to the 
silicon, and the silyl group attached to a carbon include the 
preferred 1 -silyl-ethan-i-c Is . A method for synthesizing silyl 
substituted alcohols include hydrosilation of a vinylic ester, 
especially vinyl acetate, f ollowed by hydrolysis in .til a ▼ base 
▼ . The silyl alcohols are useful in preparing phosphor yl at ing 
reagents for phospho rylat ing an 

oligonucleotide. The phosphorylated intermediate bearing the 
silyl group may be separated from failure product on the basis of 
ouiky substituents cn the silyl protecting group, whioh is later 
removed, e.g. by fluoride ion. 

IIS. 5,112,344, May 11, 1991, Imidazole derivatives and use as 
anti-bacteria, anti-fungal and anti-viral agents; Kenrich H. 
Paradies, =14/393, 396; 548/316.4, 333.1 [IMAGE AVAILABLE] 

75 PAT NO: 3,111,344 [IMAGE AVAILA3LE] L13 : 138 
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ABSTRACT : 

The synthesis of quaternary five membered N-n-alkyl-heterccycles , 
especially of 4 -hydroxy-!! ( 1 ) -n-alkyl-imidazolium, 1 , 5 -substituted 
:: ( 3 ) -n-alkyl-thiacolium and substituted N(2) pyracolium salts are 
described. The M-sur fact ant s obtained have a very small critical 
micelle concentration (CMC) of 10. sup. -5 -10. sup. -7 Mol/Licer, 
and are capable of forming micelles of different sizes and forms 
depending on the nature of the anions. The N-detergents can be 
used as pharmaceuticals. 

109. 5,110,929, May 5, 1991, Process for the preparation of 

:> alkylated quaternary nitrogen containing aromatic net ere cycles ; 

Henrich H. Paradies, 5 4 4,4 0 c , 40S, 41C [IMAGE AVAILABLE } 

US PAT NO: 5,110,929 [IMAGE AVAILABLE] Ll*: 109 
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A3STFA:i : 

The synthesis of 4-, 4- (1,1) -and 3 , 5-subs titut ed 

y-alkyl-pyr idinium salts as well as of 2-carbo::amioe substituted 
:: ( 1, 4 ) diacinium compounds are described. The IT-sur fact ant s 
obtained have a small critical micelle concentration (CMC) of 
II. sup. -5 -10. sup. Moi/ Liter. These surfactants produce mioelis 
:f different size ana form depending on the nature of the anions. 
4 - i 1, 1 ) -substituted and 5, 5-substituted IT-alkyl-pyridmium 
ccmoonents are capable of forming vesicles in equeous solutions 
: f different forms and sices. The M-surf act ant s synthesized tan 
be used as pharmaceuticals. 

IK/. 5,109,114, Apr. 13, 1991, Nucleic arii probe linked to a 
"llcel having a terminal cysteine; Kuchaimannam L. Ramachandran, 
et ai., r 16/ 14.1; 4j3 / 6; 42 6/ 501 ; 955/ 16, ~5, S6, S3 [IMAGE 

available: 

7s fat no: 5,109,124 ■ image a\ t a i l ae l e ] l15: 111 

ABSTFA0I : 

A polynucleotide probe with a label bearing a plurality of 



signalling moieties. The label is attached tc the probe by the 
reaction of an amino and sulfhydryl reactive heterc bifuncticnai 
reagent with the probe and label, the reaction resulting in the 
o:-:idation of a sulfhydryl group of the label. The label may be 
attached tc the 5 f terminus of the probe, or to modified T bases 
▼ :>f the orobe. Probes constructed according to the invention 
are useful m detecting target sequences on genomic TXA. 

111. 1 35 , 92 1, Apr. 13, 1992, Method for enhanced transmembrane 
transport of exogenous molecules; Philip S. Low, et al . , 
435/241.1, 243; 514/2, 44; 925/52 [IMAGE AVAILABLE] 

VS PAT NO: 5,103,921 [ IMAGE AVAILABLE 1 L15: 111 

:f 191 
AB ST PACT : 

A method is provided for enhancing transmembrane transport of 
exogenous molecules. The method comprises contacting a membrane 
:f a loving cell with a comple:-: formed between said molecules and 
ligands selected from brotin, biotin analogs and other bio tin 
receptor-binding ligands, and/or folic acid, folate analogs and 
other folate receptor-binding ligands to initiate receptor 
mediated transmembrane transport of the ligand comple::. The 
method is used for the efficient delivery of peptides, proteins, 
nucleic acids and other compounds capable of modifying cell 
function into plant, animal, yeast, and bacterial cells. 

112. 5,106,733, Apr. 21, 1992, Lactam-cont aining compositions 
and methods useful for the hybridization of nucleic acids; 
Jeffrey Van Ness, et al . , 435/6; 540/451, 463, 435, 526, 527 ; 

5 4 6/142; 545 / 543 / 546, 547 [ IMAGE AVAILABLE ] 

VS PAT NO: 5,106 , 72 0 [IMAGE AVAILABLE] LI 5: 112 

of 191 
AB ST PACT : 

This invention relates to novel methods for the release of 
nuoleio acids from cells in comple:-: biological samples or 
specimens to prepare and make available the nucleic acid material 
present for a hybridization assay or for e::t ract ion . Xcvel 
methods for hybridization of nucleic acids are also presented. In 
particular methods are described for isolating nucleic acid from 
a sample containing a comple:-: biological mi:-:ture of nucleic acid 
and non-nucleic acids wherein the sample is combined with a 
hybridization medium comprising a lactam which promotes and 
enables nucleic acid pairing when complementary nucleic acid is 
introduced. The lactam is preferably about 5 to about ~C*. of the 
hybridization medium and is most preferably 2 -pyrr : 1 idone , 
X-etnyl-2 -pyrrol idone, N-cyclohe:-:yl-2- pyrrolioone , 
X- iooecyl-2-pyrr oi i oone , X-methyl-2 -pyrrol idone , 

X-hyor o:-:yethyi-2-pyrr ol idone , N-methyI-2-piper idone, 2 - . eps ilon . - 
oapr oiact am, N-methyl-2-caproiactam, 2-piperidone or X- ■. 4- 
hydro::ybenzyl ' pyrr olidone . 

113. 5,102,^85, Apr. ~, 1992, Method of gene macpmg; Kenneth J. 
Livar:, et al . , 435/6, 91.53; 436/94, 501 ; 933/^;i:iAGE 



US PAT NO: 5,122,785 [IMAGE AVAILABLE] LIS: 112 

of 191 
ABSTRACT : 

The method described characterizes each DNA segment to be mapped 
by cleaving i: to produce DNA fragments which are then end 
labeled >:ith a reporter (si specific to the end nucleotides of 
each fragment. The labeled fragments are again cleaved to produce 
short fragments which are separated according to size. The short 
fragments are analyzed as to report identify and size which is 
indicative of the character of each fragment. By derivatizmg the 
cleaved ends of the primary cleaved fragments, the labeling may 
be delayed unoil the second cleavage. Prior to the labeling the 
derivatized fragments, all underivat ized fragments are removed, 
the oerivatized fragments being immobilized. 

114. 5,193,2:2, Mar. 3, 1992, Nucleic acid orobes; Michael S. 
Vxdea, et al., 435/6, 7.5, 135 ; 536/25.22, 25.24, 26.5, 25.5, 

2 3.52 ; 935/77, 73 [ IMAGE AVAILABLE ] 

US PAT NO: 5,093,232 [ IMAGE AVAILABLE] L15: 114 

of 191 
A3 ST PACT : 

▼ Modified ▼ T nucleotides ▼ are provided which have the 
structure ##STR1## wherein R.sup.l is a reactive group 
derivat izable with a detectable label, R.sup.l is an optional 
linking moiety including an amide, thioether or disulfide linkage 
or a combination thereof, R.sup.3 is hydrogen, methyl, bromine, 
fluorine or iodine, R.sup.4 is hydrogen, an acid-sensitive, ▼ 
base ▼ -stable blocking group of an acyl capping group, R.sup.5 
is hydrogen or a phosphorus derivative, R.sup.6 is H, OH, or OR 
where R is a protecting group and :: is an integer in the range of 
i and 3 inclusive. Methods of synthesizing the derivat i z able 
nucleotide are disclosed, as are labeled polynucleotide probes 
prepared therefrom. 

115. 5,391,552, Feb. 25, 1992, Novel antitumor aldophosphamide 
analogs; David Farquhar, 558/130; 536/6.4; 555/199, 203;' 562/11 
: IMAGE AVAILABLE] 

US PAT NO: 5,091,552 [IMAGE AVAILABLE] L15: 115 
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ABSTRACT : 

A compound having the structure: ##STR1## wherein R is CH.sub.3, 
2. sub. 2 H.sub.S, C.sub.: H.sub.", t--C.sub.4 H.sub.9 or C . sub . 6 
H . sub .5 ; R . sup .1 is NK . sub . 2 , NHCH . sub . 5 , NHC . sub .2 K . sub . 5 , 
NHC.sub.3 H.sub. 7, NHC . sub . 4 H.sub.9, NHCH. sub. 2 CH.sub.2 CI, 
NHC. sub. 6 H.sub. 5, N ( CE . sub . 3 ) . sub . 2 , IT (C.sub. 2 H . sub . 5 ) . sub . 2 , 
N ( C . sub .5 H . sub . 7 ) . sub . 2 , NCH . sub .3 ( C . sub .2 K . sub . c ) , NCH . sub . 3 

C.sub. 2 H.sub.7), N (CH.sub.2 CH.sub.2 CI). sub. 2, NHOH, 
NHNH10 . sub . 2 CH.sub.2 C . sub . 6 H.sub. 5, NHNHC2> . sub . 2 
C ( CH . sub . 3 ) . sub . 3 , OCH . sub . 3 , OC . sub .2 H . sub . : , OC . sub .3 H . sub . ™ , 
OC . sub .4 H . sub . 9 , OC . sub .6 H . sub . 5 , OC . sub .2 C . sub . 6 H . sub . 5 , 
TH.sub.l, 2 .sub. 2 H.sub.S, C . sub . 2 H.sub.^ 7 , C.sub. 4 H.sub.9, 
lH.sub.2 NO. sub. 2 cr CH.sub.2 NH.sub.2 ; and R.sup.2 is 
NHCH. sub. 2 CH.sub.2 CI cr Ni CH.sub.2 3H.sub.2 CI 'sub. 1. 
These comoounds mat be used to eliminate occult leukemic 



ci:n:genic cells from bone marrow by contacting the bene marrow 
wren a s:iution comprising levels c f said compound sufficient to 
eliminate occult leukemic clonogenic eells. Analogously, tumor 
cells in a host or organ of a host may be eliminated by treatment 
of the host or host's organ with a compound of this description. 
Tompounds of this description are stable aldophosphamide analogs 
activatable by the action of an esterase and a subsequent E-2 
elimination reaction to form acrolein and a phosphor amidic 
mustard of the formula: A stable aldophosphamide analog 
activatable by the action of an esterase and a subsequent 
spontaneous E-2 elimination reaction to form acrolein and a 
pho sphor amidi c mustard, said phosphor amidic mustard having the 
formula fe#STRI## R is NH.sub.2, NHCH . sub . : , !\HC . sub . 2 H.sub.5, 
KHC.sub.: H.sub.7, NHC.sub.4 H.sub.9, NHCH.sub.2 CH.sub.2 CI, 
KHC • sub .6 K . sub . 5 , N (CH . sub . 3 ) . sub . 1 , N ( C . sub .1 H . sub . 5 ) . sub . 2 , 
i:(C.sub.3 H.sub.7 (.sub. 2, ITCH. sub. 3 (C.sub.2 H.sub.5), NCH.sub.3 

C.sub.3 H.sub.7), :i(CH.sub.2 CH.sub.2 CI), sub. 2, L\HOH, 
VHVHCO . sub . 2 CH . sub .2 C . sub .6 H . sub . 5 , NHNHCO . sub . 2 
3 ( CH . sub . 3 ) . sub . 3 , OCH . sub . 2 , OC . sub .2 H . sub . 5 , OC . sub .3 H . sub . 7 , 
■jC.sub.4 H.sub.9, OC.sub.6 H.sub.5, OC.sub.2 C.sub.c H.sub.3, 
3H . sub . 3 , C . sub .2 H . sub . 5 , C . sub .2 H . sub . 7 , C. sub .4 H . sub . 9 , 
3H . sub . 2 MO . sub . 2 or CH . sub . 2 MH . sub . 2 ; and R . sup .1 is 
MHCH.sub.2 CH.sub.2 Ci :r N ( CH . sub . 2 CH.sub.2 21). sub. 2. 

116. 5/ 037, 5c4, Feb. 11, 1992, Release of recombinant peptides 
from oolypeptides using VS endooept idase ; Marilyn S. Mai, et al., 
435/69.7, 71.2, 172.3, 252.3, 320.1; 530/399; 336/23.2, 23.51, 
22. n ; 933/47, 51 [IMAGE AVAILABLE] 

VS PAT Mo: 3, 05", 5 6 4 [IMAGE AVAILABLE] LI 5: lie 

:f 191 
ABSTRACT : 

A method for obtaining heterologous peptides from fusion proteins 
wherein heterologous peptides include eucaryotic hormones such as 
atrial peptides. A novel 2ITA sequence encoding atrial peptide 
III. Various genes, I'NA vectors, endopept idases and transformed 
bacteria useful in practicing the method of the present 
invent ion . 



11". 5,[52,9j4, Jan. 11, 1992, Coumarin derivatives fir 
nucleotide cross 1 inkincr reagents; Don Saba, et ai., :3c . 
.".I, I'M?, 15. 1, 19.3" [IMAGE AVAILABLE] 



VS PAT ::0: 5,05 2,93 4 [IMAGE AVAILABLE] LI 5: 11V 

of 191 
ABSTRACT : 

A photo a ct ivat ibie T nuole:side T T analogue T is disclosed, 
comprising a coumarin moiety linked through its phenyl ring to 
the 1-po'Sition of a ribose or deo::yribcse sugar moiety. The 
resulting ▼ nucleoside * ▼ analogue ▼ is typically used as a 
photocrossiinoina group when inserted into a polynucleotide as a 
replacement for one or more of the complementary nucleoside T 
bases ▼ cresent in a orobe used in a hvbndicat ion assay. 



IIS. 5,0^1,9^4, Dec. 15, 1991, Compositions and methods for the 
synthesis of oiigcnucleot ides having 5 ' -phosphoryiat ed termini; 
E~ Patrick Greedy, 536/15.34, 15.3 [IMAGE AVAILABLE] 

US PAT NO: 5,171,9^4 [IMAGE AVAILABLE] L15: 115 

of 191 
A3 3 TRACT : 

Methods for the ohemical 5' phosphorylation of o ligonucleo tides . 
An embodiment of the present invention includes reacting the 5' 
terminus of an oligonucleotide with a composition represented by 
the formula: ##STRlft# wherein if Y and Z are taken separately, 
each represent an alkyl, aryl, arylaikyl, cyclcalkyl ■: r 
cycloai kylaryl ; or if Y and Z are taken together, Y and Z form an 
alkyl or alkylene chain with both terminal valence bonds of said 
ohain being attached to the nitrogen atom to which Y and Z are 
attached; or if Y and Z are taken together, with the nitrogen 
atom, Y and Z form a nitrogen heterocycle including at least one 
additional heteroatom selected from the group consisting of 
nitrogen, oxygen, and sulfur. W and X are selected from the group 
of functional groups subject to nucleophilic attack or 
.beta. -elimination and are removed. 

119. 5,057,518, Oct. 15, 1991, Pharmaceutical preparations; 
Henrich K. Paradies, 514/274, Z69, 936, 957, 970, 97:; 544/242, 
212, 513, 315, 317, 406; 546/265, 276, 294, 341, 347, 345; 
543/175, 202, 304.4, 535.1, 347.1, 273.1 [IMAGE AVAILABLE] 

Uc PAT I JO: 5,057,513 [IMAGE AVAILABLE] Lif : 119 

of 191 

The synthesis and application of II ( 1 ) -n-alkyi-pyrimidinium-salt s 
are described. These surfactants have a very small critical 
micelle concentration (CMC) in the order of 10. sup. -5 -10. sup. - n 
Mil /Lit er . These X ( 1 ) -n-alkyl-pyrimidinium component s have 
pharmacological activities and can act as antimetabolites. 

120. 05 5, 459, Oct. S, 1991, Selective elimination of malignant 
cells from bone marrow by bis (acyioxy) propyiphosphor amidat es ; 
Borje S. Andersson, et al., 514/114, 113, 121, 129, 151 [IMAGE 

A OA I LAB L E j 

j£ PAT NO : 5,055,459 [IMAGE AVAILABLE] LI: : 120 

o f 191 

ABSTRACT: 

A method for purging tumor cells from bone marrow of a host, the 
method c omp r i s i n g 

extracting bone marrow* cells from the host; 

treating extracted bone marrow ceils with a therapeutic level of 
a compound having the structure: ##STR1## wherein R is 
lH.sub.5, 2. sub. 2 K.sub.5, C.sub.3 K.sub." 1 , t-2.sub.4 H.sub.9 or 
:.sub.6 H.sub.5 ; R.sup.l is NH.sub.2, NKCH.sub. 5, NKC.sub.2 
H.sub.5, MHO. sub. 3 H.sub.^, MHO. sub. 4 H.sub.9, NHZH.sub.O 
lH.sub.2 Cl, NHC.sub.c H.sub.5, N ; CH . sub . 5 . sub . 2 , IT. C. sub. 2 
r^.s^c.^ .sub. 2, N 2. sub. 5 H.sub." .sub. 2, NCH.sub.3 C.sub.2 



K.sub.5^, NCH.sub.3 (C.sub.3 H.sub.^i, N'CH.sub.2 CH.sub.2 

:i ; . sub . 2 , NH jH , MHNH30 . sub . 2 CK . sub .2 C . sub .6 H . sub . 5 , 

:iHNHC0.sub.2 3 i CH . sub . 5 ) . sub . 3 , OCH.sub.3, 02. sub. 2 H.suc.5, 

33 . sub .3 H . sub . 7 , 02 . sub .4 K . sub . ? , 0C . sub .6 H . sub . 3 , 0 3H . sub . 2 

: . sub . c K . sub . 5 , 3H . sub . 5 , 3 . sub .2 K . sub . 3 , 3 . sub .3 H . sub . ^ , 

3. sub. 4 K.sub.9, OH. sub. 2 NO. sub. 2 or 3H . sub . 2 NH.sub.2 ; and 

P. .sup. 2 is NHCH.sub.2 3H.sub.2 31 or NfCK.sub.2 3h.sub.5 

31:. sub. 2. Int ravascuiarly infusion of the treated bene marrow 

cells into the host then serves to reimolant tumor-free marrow 

ceils. 

121. 5,051,493, Sep. 24, 1991, Lipophilic 2 T , 

5 1 -dideo:-:ynucleoside prodrug derivatives for the inhibition :f 
replication of the AIDS virus and other retroviruses; Thomas I. 
halman, 536/23.2, 23.5, 28.51 [IMAGE AVAILABLE] 

OS PAT 1 TO : 5,35 1,4 95 [ IMAGE AVAI LABLE ] L 1 5 : 1 2 1 

of 191 
ABSTRACT : 

The invention provides new alkylamincmethylene 

2 T , 5 ' -dideo:-:ynucleos ide compounds and salts thereof. 

122. 5,151,455, 3eo. 24, 1991, Pharmaceutical preparations; 
Henrich H. Paradies', 5 14 /3 59 ; 5 45/25 5 [ IMAGE AVAILABLE] 

US PAT UO: 5,551,435 [IMAGE AVAILABLE] L15: 122 

of 191 
A3 S TRACT : 

The synthesis of quaternary five membered 

IT-n- alkyl -he t ero -cycles , especially of 

4 -hydro::y-M ( 1 ) -n- alkyl-imidacolium, 2 , 5-subst it uted 

U ( 3 ) -n- alkyl-thiazol ium and substituted N(2) pyrazolium salts are 

described. The K-sur fact ant s obtained have a very small critical 

micelle concentration (CMC) of 10. sup. -5 -13. sup. -7 Mol /Liter, 

and are capable of forming micelles of different sices ana forms 

depending on the nature of the anions. The N-detergents can be 

used as pharmaceuticals. 

125. 5,549,556, Sep. 17, 1991, 

IT- . omega . , \ . omega . - 1 ) -di alky lo:-:y ) - and 

IT- ( . omega . , ( . omega . - 1 ) -dialkenylo::y ) Alk-l-YL-Il, X, I\-t et rasubso itut 
ed ammonium lipids and uses therefor; Deborah A. Eppstem, et 
al., i2i / A2 n , 449 [ IMAGE AVAILABLE] 

73 PAT ::i: 3,1 4 9,33 c [IMAGE AVAILABLE] LI5: 133 

of 191 
AB ST FACT: 

This invention relates to compounds of the formula ##3TF.lft# or an 
optical isomer thereof wherein R.sup.l and P. .sup. 3 are the same 
or different and are an alkyl or alkenyl group of 6 t0' 2 4 carbon 
atoms; P. .sup. 2, P. .sup. 4 and P.. sup. 5 are the s ame or different and 
are alkyl of 1 to 3 carbon atoms, aryl, aralkyl of ~ to 11 carbon 
atoms, or when two or three of P. .sup. 3, P.. sup. 4, and P. .sue. 5 are 
taken together to form quinuclidin: , piperidino, pyrrolidine, or 
morrholino; n is 1 to 5; and X is a pharmaceutical!" acceptable 



114. 5,34^,519, Sep. 13, 1391, Alkynylair.irio-riucleoc ides ; : ran> 
W. Hobbs, Jr., et al . , 536/17.14; 514/45; 52 6/17.2; 544 ''243, 244 

7c FAT Nl: 5, 3 4 ~, 519 [IMAGE AVAILABLE] Lie: 12-1 

:■ f 191 

^ n c; t 1 72 Zl 1 .~ >, ^ * 

Alkyryl amino -nucleotides and labeled a Ikynyl amino -nucleotides 
useful, for e:-: ample, as chain terminating substrates for DNA 
sequencing are provided along with several key intermediates and 
processes for their preparation. 

115. 145,530, Sep. 3, 1991, Pharmaceutical orepar at ions ; 
Henrich H. Paradies, 514/9, 10, 14, 15, 18 [IMAGE AVAILABLE ] 

V3 PAT NO: 5, J 4 5, 5 31 [IMAGE AVAILABLE] LIS: 115 
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ABST^AOT : 

A pharmaceutical preparation is disclosed which is made up of a 
micelle or a vesicle each consisting of a cationic tenside with a 
monovalent ion and a hydrophobic cyclic or linear peptide, 
dispersed in a solvent whose pH value lies between pH 7-pH 3, the 
critical micellicat ion concentration (cmc) lying in the ran oe of 
1 . 0 . 1 0 . sup . -7 to 7 . 0 . 10 . sup . -5 mol/liter. The preparations 
disclosed have in particular the advantage that by the increasing 
of the hydrophobicit y of the alkyl or aryl chain cr the radical 
at the IT. sup. + tenside both the membrane permeability is 
increased and furthermore the pharmaceutical active substance, in 
particular linear and cyclic tyrocidines (A-Jj , can be 
transferred actively into the cytoscl. They thus act on the 
transciption level. In addition, linear and cyclic tyr:cidmes in 
particular have antiviral effects. 

116. 5,043,172, Aug. 27, 1991, Amplification of nucleic acid 
sequences using oligonucleotides of random sequence as primers; 
James L . Hartley, 425 /5, 6, 91.2, 810; 436./94, 501 ; 93=/~7, 
[IMAGE AVAILABLE ] 

:J5 PAT NO: 3,04 5,272 [IMAGE AVAILABLE] L15: lie 

;f 191 
ABSTRACT : 

According to this invention, a process for substantially 
amplifying template nucleic acid present in a sample is 
described, wherein said amplification may be performed without 
prior knowledge of specific sequences, which process comprises 
apposition of random oligonucleotide primers to said template 
nucleic acid under conditions such that extension products of 
said primers are synthesized which are complementary to said 
template nucleic acid. 

12™. f,I32,6" f 6, Jul. 16, 1991, Nonglycosylat ed analogs of human 
colcnv stimulating factors; Michael Deelev, et al., 530/351; 
435/69.1, 69.5, 69.6; 530/550, 395, 820, 824; 935/49, 50 [IMAGE 
AVAI LABL E ^ 

OS PAT NI: 5,052,6^6 [ IMAGE AVAILABLE] Lit: 11" 



of 1^1 
A3 3 I FA 01 : 

An analog human colony stimulating factor (hCSF) is disclosed, 
comprising a mutant amino acid sequence which is substantially 
homologous to the native sequence of an hCSF having at least one 
M-glycosylat ion site, wherein the mutant sequence comprises at 
least one amino acid substitution, deletion or insertion 
inactivating the N-gl ycosylat i on site. 

118. : , 015, 71 2, May 14, 1991, Nucleosides possessing blocked 
alichatic ammo groups; Lloyd M. Smith, et al., 536 /2"'. 2], 16.6, 
26.5, 2?. 54 [ IMAGE AVAILABLE] 

75 PAT NO: 5,015,733 [IMAGE AVAILABLE] LI:: IIS 
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A33 TRACT : 

The invention consists of compounds and methods for the synthesis 
of oligonucleotides which contain one or more free aliphatic 
amine groups attached to the sugar moieties of the nucleoside 
subunits. The synthetic method is versatile and general, 
permitting amino groups to be selectively placed at any position 
on oligonuclec tides of any composition or length which is 
attainable by current DMA synthetic methods. Fluorescent dyes or 
other detectable moieites may be ▼ covalently ▼ attached to the 
amino groups to yield the corresponding modified oligonucleotide. 

129. 5,003,059, Mar. 26, 1991, Determining DNA sequences by mass 
spectrometry; Thomas M. Brennan, 5 3 6/2 5.32; 4 35/6, 77, 87; 
5 j 6 '2 4.2, 2 5.2 2 , 2 5.4 [IMAGE AVAILABLE] 

VS PAT N0>: 5,003,059 [IMAGE AVAILABLE] Li 5: 129 
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ABSTRACT: 

This invention relates to the methods, apparatus, reagents and 
mixtures of reagents for sequencing natural or recombinant DNA 
and other polynucleotides. In particular, this invention relates 
to a method for sequencing polynucleotides based on mass 
spectrometry to determine which of the four ▼ bases ▼ adenine, 
guanine, cytosine or thymine) is a component of the terminal 
nucleotide. In particular, the present invention relates to 
identifying the individual nucleotides by the mass of stable 
nuclide markers contained within either the didec ::ynuclec-t ides , 
the DNA primer, or the deo:-:ynucleot ide added to the primer. This 
invention is particularly useful in identifying specific DNA 
sequences in very small quantities in biological products 
produced by fermentation or other genetic engineering techniques. 
The invention is therefore useful in evaluating safety and other 
health concerns related to the presence cf DNA in products 
resulting from genetic engineering techniques. 
1:0. 5,102, 5c™, Mar. 2c, 1991, Nuclei! acid sequence 
determination by multiple mi:-:ed oligonucleotide probes; ctechen 
3. Mace- ice, 425/ 6, 310 ; 436 / 501, 303 ; 556/24.3, 24.32 ; 933^", 

"JS PAT NO: 5,0 02,3 6™ -IMAGE AVAILABLE' LI 5: 13 0 
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ABSTFA3I : 

A meth:d is provided for sequencing nucleic acids withou: the 
need to separate similarly sized DMAs or RNAs by gel 
elect rophoresis . The method relies on the separate hybridization 
of multiple mined oligonucleotide probes to a target sequence. 
The mined oligonucleotide probes comprise sequences of fined and 
non-fi:-:ed ▼ bases ▼ corresponding to every possible permutation 
of fined and non-fined T bases T less than or equal to the 
length of the probes. For each probe, the hybridizations provide 
the number of times the probe's particular sequence of fined ▼ 
bases ▼ appears in the target sequence. The target sequence is 
then mathematically reconstructed from this data and a knowledge 
;f the probe sequences. 

131. 4, 99?, 4 3 5, Mar. 12, 1991, M - alky 1-6 , 7-dihydro:-:y 
ioenzimidazoiinm salts; Henrich H. Paradies, 54 8/304.4; 544/113 
[IMAGE A7AILA3LE] 

VS PAT NO: 4,999,435 [IMAGE AVAILABLE] LI: : 131 
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ABSTRACT : 

The synthesis of "-n-alkyl-imidazolium [4, 5-d] -pyrimidines , 
z -subst i tut ed- 3n-alkyl-benzimidazolium- and 

on-alkyl-5, 6-substitut ed- benzthiazc-lium salts are described. 
These K.sup.+ -surfactants having a substituted heterocycle as a 
head group have distinguished small critical micelle 
concentrations (CMC) in the range of 10. sup. -5 -10. sup. -7 
Mcl/Liter. The size and shape of these micelles in watery 
solutions are determined by the nature of the anion. The 
X-sur fact ant s can be used as pharmaceuticals as well as reporter 
groups in fluorescence studies including immunological assays. 

12 2. 4,997,913, Mar. 5, 1991, Fluorescent reagents for the 
oreoaration of 5 ? -tagged oligonucleotides; Frank W. Hobbs, Jr., 
536^24.3; 435 /6 ; 53 6/25.32, 25.34 ; 54 6/242 ; 54 9/368; 5S3 / 93, 95; 
9 r ^ ' : 5 [ IMAGE AVAILA3LE ] 

VS PAT NO: 4,997,923 [IMAGE AVAILABLE] LIS: 132 
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AB ST FACT : 

Fluorescent reagents possessing an activated phosphate for the 
tcnvenient T covalent ▼ coupling to the 5 1 -hydronyl of 
oligonucleotides. A class of 5 .dbd. -fluorescence-tagged 
oliacnucleot ides is also disclosed. 

133! 4,937,065, Jan. 22, 1991, In vivo labelling of 
doI vnucleot ide sequences; Jannis Stavr ianopoulos , et al., 4 35/5, 
6, 91.41, 172.3, 252.8, 323.1; 935/31, 58, 72, 73, nn f "3 ■ IMAGE 
AVA I LAB L E ] 



'i T oo ^aoe^^ea poiynuc^eot iaes , processes tor m vivc ^are one 

: olynuclect ides , and detection methods and kits characterized 



by those labelled polynucleotides. The in vivo on 
biologically-labelled polynucleotides of this invention are 
useful in the detection of vari:us analytes and in other 
laboratory, industrial and medical applications. 



4,930,463, Dec. 25, 1 990, Protected nucleosides 



wh; 



Derir.it more efficient oligonucleotide syntheses; Tidier Moiko, e 
al., 536'2f.71, 05.21, 05.30, Oc. 7, 06. "0, 06.3 [ IMAGE AVAILABLE 

US PA1 NO: 4,030, 4 6 5 [ IMAGE AVAILABLE] Li 5: 134 
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Tine invention relates to derivatives of nucleosides and their us 
for the synthesis of oligonucleotides. 

These derivatives are in accordance with the formula: ##3TR1## i 
which 3 represents a radical derived from guanine, cytosine or 
adenine, whose enocyiic UK group is protected by the group 
f*#3TR2## with R.sup.l representing a hydrogen atom or an alkyl 
radical and R.sup.O a hydrogen atom, and alkyl radical, an alko:: 
radical and optionally substituted arylony radical, R.sup.l 
represents a hydrogen atom, the dimechcoiyt rit yl radical or tine 
radical «#STR3## R.sup.4 represents a hydrogen atom, the radical 
of formula: ##5TR4## or a radical suitable for the synthesis of 
polynucleotides and R.sup.5 represents a hydrogen atom or the 
protected or unprotected hydroxy 1 OH radical. 

135. 4,972,679, Nov. 07, 1990, Process for oligonucleo tide 
synthesis using chosphormidit e intermediates; Marvin H. 
Oaruthers, et al~ , 536/06.71, 05.3, 06.7, 06.70 [IMAGE AVAILABLE 



73 FAT i:0: 4, 97], 67? 
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A new class of nucleoside phosphor amidites which are relatively 
stable to permit isolation thereof and storage at room 
temperature. The phosphor amidit es are derivatives of saturated 
secondary amines . 

1 56. 4,965 , 2 57 , Oct. 02, 1993, 0, : , 6-substituted IT. sub. 1 
-alkyipyrimidmes ; Henrich H. Paraaies, 5 4 4.2 5 9, 0 60 , 09c, 313, 

„ -l ^ , _ x ». , --L., J ~ ~ , „ 4 , _ . , ^ i C , ^ - ^ , _ i _ , --iu' -l. , _ ^ _ , 

254.4, 225.1, 37 3 . n , 573.1; 564 / 305 [IMAGE AVAILABLE] 

75 I AT VO: 4 , 965, 3 5' [IMAGE AVAILABLE ] L15: 136 

A3 5 T? ACT : 

The synthesis and application of U \ 1 ) -n-aikyl-pyrimidinium-salt ; 
are described. These surfactants have a very small critical 
micelle concentration (3MC) in the order of 1 J. sup. -5 -10. sup.-' 
Mcl/Liter. These 11 ■: 1 i -n-alkyl -pyrimidinium components have 
charmaroloai tal activities and can art as antimetabolites. 



US PAT NO: 4,965,349 [ IMAGE AVAILABLE ] L15: 13" 
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A3SIFACT : 

The invention provides a novel cleavage reagent for hydrolysing 
▼ base T -labile linking groups between a solid phase support and 
oligonucleotides. The cleavage reagent comprises a lower al>yl 
alcohol, water, and a non-nuccleophilic hindered aikylamine 
containing from 3 to 6 carbon atoms in a ratio of about 1:1:1 to 
about 1:2:1, respectively. An important property of the cleavage 
reagent is that it preserves the fluorescent characteristics of 
rhodamine dyes during cleavage, thereby making it possible to 
completely synthesize rhodamine-labeled oligonucleotides by solid 
phase methods. Rhodamine phosphoramidites are provided to further 
enhance the efficiency of synthesizing rhodamine-labeled 
oligonucleotides by such methods. 

lor. 4,959,463, Sep. 15, 1990, Intermediates; Brian C. Froehler, 
et al., cjr/25.3, 13.31, 13.34, 25.4 [ IMAGE AVAILABLE ] 

V5 PAT NO: 4,959,463 [IMAGE AVAILABLE] Lie: 123 
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AB ST FACT : 

A method is provided for the high fidelity, rapid and economical 
in vitro synthesis of oligonucleotides. Nucleoside K-phosphonat es 
are condensed in seriatim using a dehydrating agent to produce a 
poly (nucleoside K-phosphonate ) . The produce is o::idized to yield 
the desired oligonucleotide. A novel reagent is provided for 
multiple nucleoside additions in single cycles. 

159. 4,959,134, Sep. 25, 1990, Process and apparatus for 
elect rophoret ic determination of primary structure of nucleic 
acids; Valery N. Gross, et al., 204/132.3, 299R [IMAGE AVAILABLE] 

US PAT NO: 4,959,134 [IMAGE AVAILABLE] L15: 139 
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ASS TF ACT : 

An apparatus ana process is provided for an elect rophoret ic 
determination the primary structure of nucleic acids. The 
apparatus comprises a cuvette shaped as a sleeve having a gel 
shaped as a hollow cylinder positioned on one of the side 
surfaces of the sleeve and having samples of the nucleic acid in 
recesses on its end face located in a circle. The sleeve is 
provided with a rotation drive and its side wall and the tot torn 
together with the side wall and the tottom of the second sleeve 
mounted coa::ially with the first sleeve form chambers for placing 
electrode solutions therein. Between the electrode solutions in 
the region between the side walls of the sleeves there is looated 
a non-polar liquid, its density is higher than that of the 
eleotrode solution looated above it and lower than the density of 
the electrode solution looated thereunder. In the ohambers 
annular electrodes are provided and a heat-e::changer m the 
non-polar liquid which maintains, through the non-polar liquid, 
the temoerature of the ael shaoed as a hollow cvlinder at a 



oredet ermined level. 

14 1. 4 , 956,313, Sep . 13, 1990, Cholesteryl modified 
oligonucleotides; Robert L. Letsmger, 536/14.5, 5, 15.1, 16.11 
[ IMAGE AVAILABLE] 

15 PAT ITO: 4,955,013 [IMAGE AVAILABLE] LI 5: 14 1 
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jligonucle: tides modified at their backbones by the attachment of 
cholesteryl are described. The modified oligonucleotides anchor 
in the cell membrane to serve as a probe and to provide 
cher apeut ic activity . 

141. 4,945,831, Aug. 14, 1990, Single-stranded labelled 
oligonucleotides, reactive monomers and methods of synthesis; 
Jerry L. Ruth, 516/15.31; 435/6; 5 5 6/24.3-, 15.53 , 1 5. : 4 , 16.6 , 
16. 7^ 16.3; 935 /77, 78 [IMAGE AVAILABLE] 

US PAT NO: 4,943,882 [IMAGE AVAILABLE] L15: 141 
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ABSTRACT : 

Substantially pure single-stranded oligonucleotides having a 
preselected sequence of not more than about 2G0 nucleotides, at 
least one of which is at a preselected position in the sequence 
and includes a ▼ base ▼ with a ▼ covalently ▼ attached linker 
arm containing or capable of binding at least one reporter group 
:r solid support. A process for the chemical synthesis of the 
substantially pure single-stranded oligonucleotide and ▼ 
modified ▼ * nucleosides * useful in such synthesis are 
orovided . 

141. 4,946,787, Aug. 7, 199C, 

X- ( . omega . , ( . omega . -1 ) -dialkylo::y ) - and 

X- [ . omega . , ( . omega . -1 ) -dialkenylony i -alk-l-yl-IC, X, N-tet r asui: st itu 
ted ammonium Holds and uses therefor; Deborah A. Eppstein, et 
al., 435 /240.2 ;' 264 /4 .1, 4.6; 424 /450 [IMAGE AVAILABLE] 

72 PAT XC: 4,946,75^ [ IMAGE AVAILA3LE j L15: 142 

~ f 1 D 1 
„-lt> o i r.Ao ^ : 

This invention relates to compounds of the formula ##STR1## or an 
optical isomer thereof wherein R.sup.l and R.sup.2 are the same 
:r different and are an alkyl or alkenyl group of c to 14 c arbor- 
atoms; R.sup.l, R.sup.4 and R.sup.5 are the same or different and 
ire alkyl :f 1 to 3 carbon atoms, aryl, aralkyl cf 1 to 11 carbon 
atoms, or when two or three of R.sup.3, R.sup.4, and R.sup.: are 
taken together to form qumuclidino, piperidino, pyrrolidine, or 
morpholino; n is 1 to S; and M is a pharmaceut i rally acceptable 
anron . 

143. 4, 92:, 911, May 8, 1990, Membranes with bound 
oligonucleotides and peptides; Hubert Koester, et al., 521/53; 



of 191 
ABST~A3I : 

A method is provided for synthesizing oligonucleotides and 
ceptides directly onto a membrane. The method pr:vides a means 
for generating membrane affinity supports. A modified membrane 
for the method of direct synthesis is also provided. 

144. 4,910,201/ Mar. 10/ 1990/ Method for making nucleic acid 
ij robes; Michael S. Urdea, et al., 536/26.5; 455/c; 536/23.5, 
2 r - = 2 [ IMAGE AVAILABLE ] 

73 PAT ::0: 4 , 9 1 0- r 2 0 0 [IMAGE AVAILABLE] L15 : 144 

:f 1?1 

▼ Modified T T nucleotides T are provided which have the 
structure ##3TR1## wherein R.sup.I is a reactive group 
derivat icabale with a detectable label/ R.sup.I is an optional 
linking moiety including an amide, thioether or disulfide linkage 
or a combination thereof. R.sup.3 is hydrogen, methyl, bromine, 
fluorine or iodine, R.sup.4 is hydrogen, an acid-sensitive, T 
case T -stable blocking group or an acyl capping group, R.sup.5 
is hydrogen or a phosphorus derivative, R.sup.b is H, OH, or 0>R 
where R is a protecting group and n is an integer in the range of 
1 and 5 inclusive. Methods of synthesizing the derivat izable 
nucleotide are disclosed, as are labeled polynucleotide probes 
oreoared therefrom. 
145' 4,597,355, Jan. 00, 1990, 
IT [ . omega . , t . omega . -1 ) -dialkylony ] - and 

IT- [ . omega . , ( . omega . -1 ) -dialkenylony] -alk-1 -yl-N, N, N-tet rasubst itu 
ted ammonium lipids and uses therefor; Deborah A. Eppstein, et 
al., 4]f/240.2 [ IMAGE AVAILABLE ] 

73 PAT MO: 4,5?^,:55 [ IMAGE AVAILABLE] LI 5: 14 5 
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A3 ST FACT : 

This invention relates to compounds of the formula ##STR1## or an 
optical isomer thereof wherein R.sup.I and R.sup.I are the same 
or different and are an alkyl or alkenyl group of 6 to 24 oarbon 
atoms; R.sup.O, R.sup.4 and R . sup . 5 are the same or different and 
are alkyl of 1 to 5 carbon atoms, aryl, aralkyl of 7 to 11 carbon 
atoms, or when two or three of R.sup.3, R.sup.4, and R.sup.5 are 
taken together to form quinuclidino, piperioino, pyrrolidine, or 
morpholmo; n is 1 to 5; and 7 is a pharmaceutical!^/ acceptable 
anion . 

146. 4,594,454, Jan. 16, 1991, Pharmaceutical preparations; 
Henrich K . Paradies, 544/406, 232, 413, 41C [IMAGE AVAILABLE ] 

US PAT 110: 4, r 94, 4 54 [IMAGE AVAILABLE] L15 

ABS IFA2T : 

The synthesis of 4-, 4- 1,1 - and 3,5- substituted 
M-alkyl-pyridinium salts as well as of 2-carbo::amide subst 
IT 1 , 4 ^diazinium compounds are described. The N-surf act ant s 




obtained have a small critical micelle concentration :'CMC of 
10. sup. -5 -ID. sup.- 7 Mol/Liter. These surfactants produce micells 
:f different sice and form depending on the nature of the anions. 
4 -; 1 , 1 ; -substituted and ? , 5-subs t ituted N-alkyl-pyridmium 
oomponents are capable of forming vesicles in equeous solutions 
:f different forms and sices. The N-sur fact ant s synthesized ran 
be used as pharmaceuticals. 

147. 4,830,751, Nov. Or, 1939, Detection of specific sequences 
in nucleic acids; Norman M. Whiteley, et al., 435/c, 811; 
4:6/811; 516/04.3; 9 3 5 / ^ 8 [IMAGE AVAILABLE ] 

NO PAT NO: 4,381,751 [IMAGE AVAILABLE] L15: 14^ 
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A3 ST? ACT : 

The invention provides a method for diagnosis of genet ir 
abnormalities or other genetic conditions which can be readily 
automated. The method is used to determine the presence or 
absence of a target sequence in a sample of denatured nuclei r 
acid and entails hybridizing the sample with a probe 
r :mplementary to a diagnostic portion of the target sequence (the 
diagnostic probe), and with a probe complementary to a nucleotide 
sequence contiguous with the diagnostic portion (the contiguous 
pro-be), under conditions wherein the diagnostic probe remains 
bound substantially only to the sample nucleic acid containing 
the target sequence. The diagnostic probe and contiguous probe 
are then ▼ covalently ▼ attached to yield a target probe which 
is complementary to the target sequence, and the probes which are 
not attached are removed. In the preferred mode, one of the 
probes is labeled so that the presence or absence of the target 
sequence can then be tested by melting the sample nuclei r 
acid-target probe duple::, eluting the dissociated target probe, 
and testing for the label. In another embodiment, the testing is 
accomplished without first removing probes not T covalently T 
attached, by attaching a hook to the probe that is not labeled, 
that the labeled target probe may be recovered by catching the 
k. In both instances, the presence of both the diagnostic 
probe and the contiguous probe is required for the label to 
appear m the assay. The above method is then applied to the 
detection of genetic diseases. 

141. 4,531,435, Nov. 11, 1939, Pharmaceutical prepar at i : ns ; 
Heinrich H. Paradies, 54 5/ 11" [IMAGE AVAILABLE T 

US PAT NO: 4,361,4 55 [ IMAGE AVAILABLE] LIS: 14S 
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ABSTRACT : 

The synthesis of quaternary five membered N-n-aikyl -heterooy oles , 
especially of 4 -hydr o:-:y-N ■; 1 i -n-alkyl-imidacolium, 1 , 5-sucst ituted 
X , 2 ') -n-aikyl-thiacolium and substituted Nil) pyracolium salts are 
described. The N-sur fact ants obtained have a very small oritioal 
micelle concentration :MC of IC.sup.-5 -ID. sup.-"' Mol/Liter, 
ano are capable of forming micelles of different sizes and f:rms 
depending on the nature cf the anions. The M-det er gent s oan be 



h o 



used as pharmaceuticals. 

149. 4,582,209, Nov. 21, 1969, Amplified hybridization assay; 
Robert J. Schneider, ec ai., 4 3 5 '' 6 , IS, 21, 503, SIC; 436/512, 
5I1, 3 38 ; 536'24.3, 24.21, 24.32; 935/78 [ IMAGE AVAI LABLE ] 



US PAT ITO: 4 , 3 32 , 269 [IMAGE AVAILABLE] L15: 149 
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AB< ^ IF A 1 " I * 



An amplified hybridization assay is described in which a family 
of signal-generating secondary probes bind to a primary probe 
that hybridizes to the target sequence of interest. Thus, an 
enormously amplified signal is generated by the hybridization 
event. The assay can be used for a variety of laboratory ana 
clinical purposes and is automatable. 

15 J. 4,577,331, Oct. 31, 1989, Substituted pyraz oles ; HenrichH. 
Paradies, 548/370.7, 127, 182, 183, 202, 225, 226, 223, 235, 255, 
3 7 3.1 i IMAGE AVAILABLE ] 

73 PAT ITO: 4,87~ ? ,885 [IMAGE AVAILABLE] L15: 15C 
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AB3TFACT : 

The synthesis of quaternary five membered N-n-alkyl-heter ocycles , 
especially of 4-hydroMy-K ( 1 ) -n-alkyl-imidazolium, 2 , 5-subs t i tut ed 
X ( 5 ) -n-alkyl-thiazolium and substituted N(2: pyrazolium salts are 
described. The N-sur fact ants obtained have a very small critical 
micelle concentration (CMC) of 10. sup. -5 -10. sup. -7 Mol/Liter, 
and are capable of forming micelles of different sizes and forms 
depending on the nature of the anions. The N-detergents can be 
used as pharmaceuticals. 

151. 4,874,350, Oct. 17, 1989, Pharmaceutical preparations; 
Henrich H . Paradies, 536/3; 546/290, 321, 347; 543/178, 334.4, 
555.1, 370.7, 375.1 [IMAGE AVAILABLE] 

78 PAT 110: 4,574,8 50 [IMAGE AVAILABLE] L15: 151 
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AE STFAO^ : 

.A pharmaceutical preparation is disclosed which is made up of a 
micelle or a vesicle each consisting of a cationic tenside with a 
monovalent ion and a hydrophobic cyclic or linear peptide, 
dispersed in a solvent whose pH value lies between pH 7-pH 5, the 
critical micelliz at ion concentration ( cmc ) lying in the range of 
l.[ . 10. sup.-" to ".0 . 10. sup. -5 mol/liter. The preparation 
disclosed have in particular the advantage that by the increasing 
:f the hydrophobic it y of the alkyl or aryl chain or the radical 
at the II. sup. tenside both the membrane permeability is 
increased and furthermore the pharmaceutical active substance, in 
particular linear and cyclic tyrocidines iA-E ! , can be 
transferred actively into the cytosol. They thus act on the 
transcription level. In addition, linear and cyclic tyrocidines 
in particular have antiviral effects. 



in pharmaceutical preparations; Henrich H. Paradies, 544/273, 
112, 242, 265, 267, 209, 211, 313, 334, 407; 546/255, 267, 295, 
347; 548/152, 175, 202, 304.4, 335.1, 270.7, 373. 1 [ IMAGE 
AVAILABLE ] 

US PAT NO: 4,870,174 [IMAGE AVAILABLE ] L13: 152 
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ABSTFACI : 

The synches is of 7-n-alkyl-imidazolium [ 4 , 5-d] -pyrimidines , 
c -sub st ituted- :n-aikyI-bencimidazolium- and 

:n-alkyl-5, 6-subst ituted- bencthiacolium salts are described. 
There N.sup.+ -surfactants having a substituted heterocycle as a 
head group have distinguished small critical micelle 
concent rations (CMC) in the range of 10. sup. -5 -10. sup. -7 
Mcl/liter. The sice and shape of these micelles in watery 
solutions are determined by the nature of tne anion. The 
M-surf act ant s can be used as pharmaceuticals as well as reporter 
groups in fluorescence studies including immunological assays. 

15 3. 4,368,103, Sep. 19, 1939, Analyte detection by means of 
eneray transfer; Iannis St avrianopoulos , et al., 435/5, 6, 5 02 ; 
4:6/301, 513, 523, :56, 537, 300, 505, 821; 536/24.3; 935/75 
[IMAGE AVAILABLE] 

US PAT NO: 4,365,103 [IMAGE AVAILABLE] L15: 155 
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ABSTRACT: 

A method is disclosed to detect the presence of an analyte. The 
method involves forming a comple:: comprising the analyte and a 
binding entity. The binding entity comprises a first partner of 
an energy transfer system. The comple:: is then contacted with a 
reporting entity to form a unit. The reporting entity comprises a 
second partner of the energy transfer system. The first partner 
and the second partner are within Eurster's radius of each other 
in the formed unit. The unit is irradiated with energy which can 
o-nly be absorbed by one of said partners, namely, the energy 
donor, which then emits fluorescent energy. Some of this energy 
is absorbed by the other of said partners, namely, the energy 
acceptor, which also emits fluorescent energy. However, the 
fluorescent energy of the energy acceptor is of longer wavelength 
and in addition may be of substantially greater duration than the 
fluorescent energy of the energy donor. The detection of 
fluorescence at the longer wavelength or after a given time 
interval verifies the presence of the analyte. 
H^T.i 4,549, 512 , Jul. 15, 1959, Deo:-:yribonucleoside 
'pnSsghpramidites in which an aliphatic amino group is attache! to 
tJre sugar ring and their use for the preparation of 
oligonucleotides oontaining aliphatic amino groups; Lloyd M. 
Smith, et al., 536/26.6, 25.32, 25.34, 26.3, 23.5 3, 25.54 [ IMAGE 
AVAILABLE } 



The invention consists of compounds and methods for the synthesi 
of oligonucleotides which contain one cr more free aliphatic 
ammo groups attached to the sugar moieties of the nucleoside 
subur.it s. The synthetic method is versatile and general, 
permitting ammo groups to he selectively placed at any position 
on oligonucleotides of any composition or length which is 
attainable by current DMA synthetic methods. Fluorescent dyes or 
other detectable moieties may be ▼ ccvalently T attached to th 
ammo groups to yield the corresponding modified oligonucleotide 

155. 4,539,2?-:, Tun. 12, 19r9, Process for producing oytotc:-:io 
T-cells and compositions produced by said process; Takeji Kaieaa 
et ai. , 42: /24Z\2:, 1, 2, 241.2 [ IMAGE AVAILABLE] 

VS PAT MO: 4,2 39,292 [IMAGE AVAILABLE] LI 2: 15: 
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ABSTRACT: 

A method of inducing antitumor immunocytes which is simple in 
operation and suitable for inducing antitumor immunocytes having 
not only excellent cytotoxic activity against tumor cells but 
also high safety, which method comprises contacting leucocytes 
with an insoluble, antitumor immunocyt e-mducing material capabl 
of linKing with T cells, said antitumor immunocyt e-inducing 
material comprising an insoluble carrier and a ligand linked 
therewith. The induced antitumor immunocytes can be simply 
separated in substantially ligand-free form from the insoluble, 
antitumor immunocyt e-inducing material. The obtained antitumor 
immunocytes have not only excellent cytotoxic activity against 
tumor cells but also high safety. 

15c. 4,222,024, Kay 22, 1929, Monoclonal antibody specific for 
DNA.RNA hybrids; Robert J. Cameo, 1 10 / 13 3 . 2 1 ; 425 /6, 240.27 ; 

4 3 6 / o 4 5 ; 92:/7.r [IMAGE AVAILA3LE ] 

US PAT NO: 4,232,034 [ IMAGE AVAILABLE ] L15: l:c 
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ABSTRACT: 

A monoclonal antibody specific tor DMA. mul t ido t . RITA duplexes, 
par: icularly DMA. mult idot .RITA heteropoiymer duplexes, 
characterized by having cross-reactivity for binding to singie- 
:r double-stranded DMA or RITA as measured by competitive 
immunoassay of less than about 1:1100, and preferably less than 
1:12,000, and an affinity for DMA. mult idot . RMA heteropoiymer 
duplexes greater than 10. sup. 9 L/mole. The monoclonal antibody i 
prepared by conventional somatic cell hybridization techniques 
wherein the host animal is preferably immunized with an immune ge 
comprising a random DNA . mu 1 1 i do t . RMA heteropoiymer. The antibody 
particularly in a labeled form, is useful in the specific 
detection of DMA. mult idot . RMA duplexes in a test medium suoh as 
nuclei o acid hybridization assay minture. 



435/6; 526/24.3, 25.32, 26.6, 26.7, 26.5 [IMAGE AVAILABLE; 

US PAT :J2: 4 , 528 , 9^9 [ IMAGE AVAILABLE] L25: 15' 

0 f 191 
ABSTPA2T: 

▼ Nucleotide T T analogs T , T modified T by the attachment 
at hydrogen bonding positions of linker groups, that is, the 
6-position of adenine, 4 -posit ion of cytosine, and 2-pcsiticn cf 
guanine, are prepared. Such analogs, alone or with reporter 
uroups attached, may be incorporated into D>7A probes which 
effectively hybridize to target DNA. 

153. 4,822,731, Apr. IS, 1939, Process for labeling 
single-stranded nucleic acids and hybridic ait on orcbes; Robert M. 
Watson, et al., 435/6; 436/501, 627; 526/24.3, 23.3 2, 25.4, 25.5, 
2:. 6; 9 33/11; 935/73 [ IMAGE AVAILABLE] 

US PAT NO: 4,822,731 [IMAGE AVAILABLE] LIS : 158 

~ f 191 
AE ST PACT: 

Vucleic acids may be labeled by completing the alkylating moiety 
of a labeling reagent into a single-stranded nucleic acid to form 
a comple:-: and activating the comple:: to cause ▼ covalent ▼ 
bonding between the reagent and the nucleic acid. Preferably, the 
labeled nucleic acid is a single-stranded hybridization probe for 
detecting nucleic acid sequences capable of hybridizing with a 
hybridizing region of the nucleic acid. Also preferably the label 
moiety is non-radioactive. The labeling reagent is of the 
f rrmula : 

[A-- [3--L 

where A is an alkylating moiety, B is a divalent organic moiety 
of the formula: ##STR1## where Y is 0, NH or N--CHO," :: is a 
number from 1 to 4, y is a number from 2 to 4, and L is a 
monovalent label moiety, wherein B is exclusive of any portion of 
the alkylating and label moieties. Preferably A is a 
4 -methylene-substitut ed psoralen moiety, and most preferably A is 
a 4 1 -met hylene-subst ituted-4 , 5 T , 3-t rimethylpsoralen moiety and L 
is biotm. 

15 9. 4, 513, 631, Apr. 4, 1989, East and specifio immobilization 
of nucleic acids to solid supports; Xanibhushan Lattaaupta, 
4 25/6, ?1.5; 456/94; 526/24.31, 25.3, 25.4; 935/75 [IMAGE 
AVAILABLE ] 

75 PAT :;C: 4,518,651 [IMAGE AVAILABLE] LI 5: 159 

of 191 
ABSTRACT : 

A process for synthesizing an oligonucleotide comprising linking 

1 nucleoside phosphate to a solid support, through the 
heterocyclic moiety c>f the nucleoside, coupling a mono- or 
ribonucleotide to the nucleoside phosphate thr:ugh its phosphate 
moiety, in at least one step encymat ically lengthening the mcno- 
or oligonucleotide, cleaving the resultant oligonucleotide from 



the solid support-nucleoside phosphate at the phosphate moiety of 
the nucleoside, and separating the oligonucleotide. After 
cleaving and separating the solid 

suoport-nuoleoside phosphate is recycled for further coupling. 
Advantageously the solid support -nucleoside phosphate is 
phosphoryl at ed between separation and recycling. 

\ 1'cly. 4,312,394, Mar. 14, 1989, Flow cytomeric measurement of D1TA 
StfTti incorporated * nucleoside ▼ T analogs ▼ ; Frank A. 

lolbeare, et al . , 4 35''t, ~.21, 7.23, 29, 91.1, 310 ; 436/51", 51:, 

3;3; :jc/;3.1; 935/77, 103 [IMAGE AVAILABLE; 

US PAT i:0: 4,812, 394 [IMAGE AVAILABLE] 113: 16 3 

of 191 

A method is provided for simultaneously measuring total cellular 
0 IT A and incorporated ▼ nucleoside ▼ ▼ analog ▼ . The method 
entails altering the cellular D17A of cells grown in the presence 
of a T nucleoside ▼ ▼ analog ▼ so that single stranded and 
double stranded portions are present. Separate stains are used 
aaainst the two portions. An immunochemical stain is used against 
the single stranded portion to provide a measure of incorporated 
* nucleoside ▼ ▼ analog T , and a double strand DXA-specific 
stain is used against the double stranded portion to 
simultaneously provide a measure of total cellular DNA. 
The method permits rapid flow cytometric analysis of cell 
populations, rapid identification of cycling and noncycling 
subpopulat ions, and determination of the efficacy of S phase 
cvtotOMic anticancer agents . 

161. 4,303,297, Feb. 7, 1989, Carbamic acid ester useful for 
crecarina a nucleic acid probe; Corey H. Levenson, et al . , 
3 6 3/1:9 [IMAGE AVAILABLE] 

VS PAT UO: 4,803,297 [IMAGE AVAILABLE] Ll:: 161 

of 191 

ABSTRACT: 

Nucleic acids may be labeled by intercalating the alkylating 
intercalation moiety of a labeling reagent into a partially 
double-stranded nucleic acid to form a comple:-: and activating the 
ccir.pl e:-: to cause ▼ covalent w bonding between the reagent and 
the nucleic acid. Preferably, the labeled nucleic acid is 
hybridization probe for detecting nucleic acid sequences capable 
: f hybridizing with a hybridizing region of the nucleic acid. 
Also preferably the label moiety is non-radioactive. The labeling 
reagent is of the formula: 

;a-- [3--L 

where A is an alkylating intercalation moiety, B is a divalent 
organic moiety of the formula: ##STR1## where Y is J, NH : r 
L\--CHO, :■: is a number from 1 t: 4, y is a number from 2 to 4, and 
Lis a m:novaient label moiety, wherein 3 is exclusive of any 
portion of the intercalation and label moieties. 
Preferably A is a 4 -methylene-subst itut ed psoralen moiety, and 
most oreferabiv A is a 



4 1 -methylene-substitut ed-4 , 5 ? , 8-trimethylpsoralen moiety and L is 
biot in . 

162. 4,^0,545, Set. 22, 19S3, Padioisot opicas say using isotope 
transfer to ohelat or-t arget recognition molecule conjugate; 
Jannis G. Stavrianooul os , 4 3 5/ 5/424 / 94.1 ; 4 35/7 . 1, 7.21, ~.2:, 
^.31, 7.22, -7.4, 7.5, 7.3, 810; 426/5 13 , 33 1, 542, 545, 5 34, 5C5; 
530/402, 403, 405, 406; 536/5, 22.1 [IMAGE AVAILA3LE] 

US PAT IJO: 4,77 2,54 3 [IMAGE AVAILABLE] L15: 162 

of 1?1 
A3 Sir A3 7 : 

A method of forming a therapeutic or diagnostic agent labeled 
with a radioactive metal ion, which comprises: contacting an 
unlabeled therapeutic or diagnostic agent, consisting of a 
substantially non-metal chelating portion and a chelating portion 
capable cf chelating with the radioactive metal ion, with an ion 
transfer material having the radioactive metal ion bound thereto 
and having a binding affinity for the radioactive metal less than 
the binding affinity of the chelating portion for the radioactive 
metal ion, wherein prior to contacting the chelating po-rtion is 
unchelated or is chelated with a second metal having a binding 
affinity with the chelating portion less than the binding 
affinity of the radioactive metal ion, whereby a radiolabeled 
therapeutic or diagnostic agent is formed by the contacting, and 
separating the radiolabeled therapeutic or diagnostic agent from 
the ion transfer material, is disclosed along with various 
components and kits useful in practicing this method and several 
variations thereof . 

163. 4,767,609, Aug. 30, 1988, Therapeutic and diagnostic 
processes using isotope transfer to chelator-target recognition 
molecule conjugate; Jannis G. 3 tavr ianpoulos , 424/1.4 5; lJc/569, 
570; 422/61; 424/1.53, 1.57, 1.69, 1.73, 178.1, 179.1; 514/44; 
550/55D, 402, 403, 405, 406; 556/24.3, 24.31 [IMAGE AVAILABLE] 

US PAT :;0: 4,767, 609 [IMAGE AVAILABLE] L15: 162 

cf 191 
AB SI PACT : 

A method of forming a therapeutic or diagnostic agent labeled 
with a radioactive metal ion, which comprises: contacting an 
unlabeled therapeutic or diagnostic agent, consisting of a 
substantially non-metal chelating portion and a chelating porti:n 
capable of chelating with the radioactive metal ion, with an ion 
transfer material having the radioactive metal ion bound thereto 
and having a binding affinity for the radioactive metal less than 
the binding affinity of the chelating portion for the radioactive 
metal ion, wherein prior to contacting the chelating portion is 
unchelated or is chelated with a second meoal having a binding 
affinity with the chelating portion less than the binding 
affinity of the radioactive metal ion, whereby a radiolabeled 
therapeutic or diagnostic agent is formed by the contacting, and 
separating the radiolabeled therapeutic or diagnostic agent from, 
the ion transfer material, is disclosed along with ~raz^D^s 



components and kits useful in practicing this method and severa 
variations thereof . 

164. 4,^66,064, Aug. 23, 19r3, Displacement polynucleotide ass 
employing polvether and diagnostic kit; Jon I. Williams, e: al . 
4 25/6^ f 33*, el 3; 436/ 501; 53 6 / 24.3; 935 '^S [ IMAGE AVAILABLE: 

US PAT 110: 4,766,064 [IMAGE AVAILABLE] L15: 164 

of 191 

ABSTPAOT: 

A diagnostic reagent is disclosed containing a comple:: of a pr: 
polynucleotide (P) bound via pur ine /pyrimidine hydrogen bonding 
to a labeled polynucleotide (L). The probe (P) contains a targe 
binding region i T3R i capable of binding to a target nucleotide 
sequence (G) of a biological sample. A method is disclosed in 
which contact with a sample containing the target nucleotide 
sequence (G) causes binding, initially between G and a 
single-stranded portion (IBP.) of the target binding region (T5P 
Thereafter the labeled polynucleotide (L) is displaced from the 
comple:-: by branch migration of (G) into the (P)/(L) binding 
region. A volume excluding polymeric agent such as poly ( ethyler 
oo:ide) ( PEO or PEG) or other polyethers enhances the rate of 
appearance of displaced labeled polynucleotide. Determination o 
displaced labeled polynucleotide (L) gives a value which is a 
function of the presence and concentration of target nucleotide 
sequence (G) in the sample. 

16 5. 4,766,0=62, Aug. 23, 193 5, Displacement polynucleotide ass 
method and polynucleotide comoleo: reaqent therefor; Steven E. 
Diamond, et'al., 42o/6, 303, 310; 436/501; 536/24.3; 9:5/73 
[IMAGE AVAILABLE] 

US PAT 110: 4,766,062 [ IMAGE AVAILABLE] LI:: 16: 

of 191 
A5 ST FACT : 

A diagnostic reagent is disclosed containing a comple:-: of a pro 
polynucleotide (P) bound via purine/pyrimidine hydrogen bonding 
oo a labeled polynucleotide (L). The probe (P) contains a targe 
binding region iTBR) capable of binding to a target nucleotide 
sequence (G) of a biological sample. A method is disclosed in 
which contact with a sample containing the target nucleotide 
sequence (G) causes binding, initially between G and a 
single-stranded portion (IBR) of the target binding region 
Thereafter the labeled polynucleotide (!) is displaced from the 
comple:: by branch migration of (G) into the (P)/(L) binding 
region. Determination of displaced labeled polynucleotide -L- 
gives a value which is a function of the presence and 
concentration of target nucleotide sequence (G) in the sample. 

h'c. 4, "54, 065, Jun . 23, 1955 , Precursor to nucleic acid probe 
lorev H. Levenson, et al., 561/564 'IMAGE AVAILABLE ■ 



Nucleic acids may be labeled by intercalating the alkylating 
intercalation moiety cf a labeling reagent into a partially 
double-stranded nucleic acid to fcrm a compie:-: and activating the 
oimple:: to cause T o:valent ▼ bending between the reagent and 
the nucleic acid. Preferably, the labeled nucleic acid is a 
hybridization probe for detecting nucleic acid sequences capable 
if hybridizing with a hybridizing region of the nucleic acid. 
Alsc preferably the label moiety is non-radioactive. The labeling 
reagent is of the formula: 
[A]" [B] L 

v;here A is an alkylating intercalation m:iecy, B is a divalent 
organic moiety of the formula: ##STRi## where Y is 0, NK or 
V--CH0, :■: is a number from 1 to 4, y is a number from 2 to 4, and 
i is a monovalent label moiety, wherein 5 is exclusive of any 
oorticn of the intercalation and label moieties. 
Preferably A is a 4 -methylene-subst ituted psoralen moiety, ana 
most preferably A is a 

4 ' m. ethylene - substituted 4, 5 ' , i trimethylpsoralen moiety and L is 
biot in . 

167. 4,703,384, Jun. 28, 1988, Pseudorabies virus mutants, 
vaccines containing same, methods for the production of same and 
methods for the use of same; Malon Kit, et'al., 4 2 4/205.1, 229.1, 
815, 522; 4:5/172.1, 172.3, 226, 220.1; :36/23.1; 92:/ 65 [ IMAGE 
AVAILABLE] 

75 PAI 110: 4 , 75 3, 584 [IMAGE AVAILABLE] Lie: Ic^ 7 
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The present invention relates to pseudorabies virus mutants 
containing deletion and/or insertion mutations in a major viral 
glycoprotein gene, such that no antigenic polypeptides encoded by 
the viral gene are produced. As a result, animals vaccinated with 
such do not develop antibodies to the viral glycoprotein and can 
be distinguished from animals infected with pseudorabies virus 
field strains and known pseudorabies virus vaccine strains. The 
present invention also relates to vaccines for pseudorabies 
disease containing the same, methods for production of the same 
and methods for use of the same. 

1 c 5 . 4, "51, 313, Jun. 14, 1985, Precursor to nucleic aoid pr^be; 
7:rey H. Levenson, et al., 545/314. 1 [IMAGE AVAILABLE ] 

VS PAT 110: 4,751,213 [IMAGE AVAILABLE] L15: I c S 

of 191 
ABSTRACT : 

Vucleio acids may be labeled by intercalating the alkylating 
intercalation moiety of a labeling reagent into a partially 
double-stranded nucleic acid to form a compie:: and activating the 
oomple:-: to cause T covalent T bonding between the reagent and 
the nucleic acid. Preferably, the labeled nuclei: aoid is a 
hybridization probe for detecting nuoleic acid sequences capable 
of hybridizing v;ith a hybridizing region of the nuoleio acid. 
Alsc creferablv the label moietv is non-radioaot ive . The labelmo 



reagent is of the formula: 
[A] [B]L 

v/here A is an alkylating intercalation moiety, B is a divalent 
^■rganio mcietv of the formula: *f#STR.l## where Y is 3, NH or 
:~--CH3, :■: is a number from 1 to 4, y is a number from 2 oo 4, and 
1 is a monovalent label moiety, wherein 5 is evolusive :f any 
portion of the intercalation and label moieties. 
Preferably A is a 4-methylene-substituted psoralen moiety, and 
most preferably A is a 

4 1 -methylene-subst itut ed-4 , 5 1 , 5-trimethylpsoralen moeity and 1 is 
01:0:0. 

16 9. 4, 74 9, 647, Jun . 7, 1983, Polymerization-induced separation 
assay using recognition pairs; Elaine K. Thomas, et al., 435/5, 
£, 7.11, l\i2, 7.4, 7.8, 7.91, 7.94; 436/501, 504, 528, 5:9, 54S, 
517; 515/904; 516/158.1; f!7/!01; 98:/78 [IMAGE AVAILABLE] 

US PAT NO: 4,74 9,647 [IMAGE AVAILABLE ] LIE: If 9 

of 191 
ABSTRACT : 

Methods ana compounds are disclosed for determining the preserve, 
amount of, or association between substances of interest in 
samples suspected of containing same. The methods are based on 
the pollen cat ion -induced separation of specif ica 11 y-fcound, 
reporter-labeled recognition reactants from free, 

reporter-labeled recognition reactants. The methods described are 
applicable to any substance for which suitable recognition 
reactants e:-:ist or can be made and are not limited by 
considerations such as chemical composition or molecular size. 

170. 4,742,535, May 10, 1988, Hybridization assay employing 
labeled orobe and anti-hybrid; Robert 7. Carrico, 4:5/6, : 1 j ; 
426/501/55 6, 537, 805 , 803 ; 536/24.3 ; 935/78 [IMAGE AVAILABLE] 

Uc PAT MO: 4,743,535 [IMAGE AVAILA3LE] Ll^: 170 

of 191 
ABSTRACT : 

A nucleic acid hybridization assay involving a labeled probe and 
formation of a hybrid having epitopes for an antibody reagent. 
The label provides a detectable response which is measurably 
different when the labeled probe is comprised in a hybrid that is 
bound by the antibody reagent compared to when not comprised m 
such a hybrid. Particularly useful antibody reagents are 
antibodies such as ant i-DMA. RNA, anti-RMA.RNA and antibodies to 
intercalated duplexes which do not bind substantially to single 
stranded nucleic acids. Modulation of the label response can be 
aocomplished in a variety of ways such as by steric inactivation 
or hindrance or by labeling the antibody reagent with a seco>nd 
label which interacts with the first label. The assay is 
particularly advantageous because no separation of hybridized and 
unhvcridioed orobe is reauired. 



bacteriophage resistance to bacteria; Charles L. Hershberger, e* 
ai., 435/252.33, 69.4, 172.1, 172.3, 193, 195, 252.3, 252.31, 
152.34, 252 . 35, 32C.1; 930/10, 130; 935/29, 72, ^3, H, "5, n 9 

t IMAGE A/AILABLEj 



PAT NO: 4,722, 359 



: f 191 
ABSTRACT : 

A novel method for protecting a bacterium from a naturally 
occurring bacteriophage and the cloning vectors and transformants 
for carrying cut the aforementioned method are disclosed. 

172. 4,711,9:5, Dec. 5, 19S7, ▼ Modified * ▼ nucleotides T 
and methods of preparing and using same; David 2. Ward, et al . , 
: j 6 / 2 5 . 32 , 25.6, 26.6 [ IMAGE AVAILABLE ] 

US PAT NO: 4,711,955 [IMAGE AVAILABLE] L15: 172 

of 191 
ABSTRACT : 

Icmpounds having the structure: ##STRlft# wherein B represents a 
purine, 7-deazapurine, or pyrimidine moiety T covalently ▼ 
bended to the C.sup.l' -position of the sugar moiety, provided 
chat when 3 is purine or 7-deazapurine, it is attached at the 
N.sup.9 -position of the purine or 7-deazapurine and when B is 
pyrimidine, it is attached at the N.sup.l -position; 
wherein A represents a moiety consisting of at least three carbon 
atoms which is capable of forming a detectable comple:-: with a 
polypeptide when the compound is incorporated into a 
double-stranded ribonucleic acid, deoxyribonucleic acid duple::, 
:r 2NA-RNA hybrid; 

wherein the dotted line represents a chemical linkage joining B 
and A, provided that if B is purine, the linkage is attached to 
the S-position of the purine, if B is 7-deazapurine, the linkage 
is attached to the 7-position of the deazapurine, and if B is 
pyrimidine, the linkage is attached to the 5 -posit ion of the 
pyrimidine and 

wherein each of :■:, y and z represents ##STR2## either directly, 
: r when incorporated into oligo- and polynucleotides, provide 
probes which are widely useful. 

Applications include detection and localization cf polynucleotide 
sequences in chromosomes, fined cells, tissue sections, and cell 
extracts. Specific applications include chromosomal karyotyping, 
clinical diagnosis of nucleic acid-containing etiological agents, 
e.g. bacteria, viruses, or fungi, and diagnosis of genetic 
disorders . 

1~3, 4,~11,8:0, Dec. 8, 198^, Pseudorabies virus mutants, 
vaccines containing same, methods for the production of same and 
methods for the use of same; Malon Kit, et al., 435/235.1; 
424/205.1, 229.1; 435/1^2.1, 1^2.3, 236; 536/23.1 [IMAGE 
AVAILABLE] 



AB ST FACT : 

The present invention relates to pseudorabies virus mutants 
containing deletion and/ or insertion mutations in a major viral 
glycoprotein gene, such that no antigenic polypeptides encoded icy 
the viral gene are produced. As a result, animals vaccinated with 
such do not develop antibodies to the viral glycoprotein and can 
be distinguished from animals infected with pseudorabies virus 
field strains and known pseudorabies virus vaccine strains. The 
present invention also relates to vaccines for pseudorabies 
disease containing the same, methods for production of the same 
and methods for use of the same. 

174. 4,710,466, Dec. 1, 1987, Method of cloning modified 

st reotomycetes DNA; Charles L. Hershberger, et al., 4 35/91.41, 
91 . I, 172.1, 172.5, 2:2.::, 32C. 1, 35 6 ; 536 /23.1, 23.7 ; 93:^31, 
55, :6, 57, 53, 75, 75, 7?, 53 [IMAGE AVAILABLE] 

US PAT NO: 4,710,466 [IMAGE AVAILABLE] L15: 174 

of 191 
AB ST PACT : 

A method of cloning endogenously modified Streptomycet es DNA, 
which is normally rejected by restrict ionless net erospeoif ic 
hosts, is disclosed. The method uses bacteriophage lambda to 
construct a genomic library of modified St reptomycet es DNA; such 
lambda-containing St reptomycet es DNA is replicated to provide a 
source of non-modified St reptomycet es DNA. This non-modified DNA 
is subcioned into a selectable cloning vector and used to 
transform rest rictionless net ero-specif ic hosts. The 
t ransformant s can then be screened for clones containing genes of 
interest . 

175. 4,707,352, Nov. 17, 1937, Method of r adioact ively labeling 
diagnostic and therapeutic agents containing a chelating group; 
Jannis G. St avrianopoulos , 424/1.17, 1.45, 1.53, 1.69, 1.7], 
179.1; 436/94; 530/300, 350, 402, 403, 405, 406; 536/24.3, 26.6 

: IMAGE AVAILABLE] 

US PAT NO: 4,737,352 [ IMAGE AVAILABLE] LIS: 1~5 

of 191 
AB ST FACT: 

A method of forming a therapeutic or diagnostic agent labeled 
with a radioactive metal ion, which comprises: contacting an 
unlabeled therapeutic or diagnostic agent, consisting of a 
substantially non-metal chelating portion and a chelating portion 
capable of chelating with the radioactive metal ion, with an ion 
transfer material having the radioactive metal ion bound thereto 
and having a binding affinity for the radioactive metal less than 
the binding affinity of the chelating portion for the radioactive 
metal ion, wherein prior to contacting the chelating portion is 
unchelated or is chelated with a second metal having a binding 
affinity with the chelating portion less than the binding 
affinity of the radioactive metal ion, whereby a r adi olabeled 
therapeutic or diagnostic agent is formed by the contacting, and 
separating the radiolabeled therapeutic or diagnostic agent from 



the ion transfer material, is disclosed along with various 
components and kits useful in practicing this method and several 
variations thereof . 

1~6. 4, 7 05,836, Nov. 10, 1987, Precursor to nucleic acid probe; 
3:rey H. Levenson, et ai., 560/155; 561/564; 930/11, 22 1 ^IMACE 
" A T i_B " E 1 

Us"pAT NO: 4,705,836 [IMAGE AVAILABLE] L15 : 176 

of 191 
AS ST PACT : 

Nucleic acids may be labeled by intercalating the alkylating • 
intercalation moiety cf a labeling reagent into a partially 
aouble-st randed nucleic acid to form a comple:-: and activating the 
comple:-: to cause T covalent ▼ bonding between the reagent and 
the nucleic acid. Preferably, the labeled nucleic acid is a 
hybridization probe for detecting nucleic acid sequences capable 
of hybridizing with a hybridizing region of the nucleic acid. 
Also preferably the label moiety is non-radioactive. The labeling 
reagent is of the formula: 
[A— [3 — L 

where A is an alkylating intercalation moiety, B is a divalent 
organic moiety of the formula: ##STR1## where Y is 0, NH or 
N--CHO, :■: is a number from 1 to 4, y is a number from 1 to 4, and 
Lis a monovalent label moiety, wherein B is exclusive of any 
portion of the intercalation and label moieties. 
Preferably A is a 4 -methylene-subst itut ed psoralen moiety, and 
most preferably A is a 4 ' -methylene-subst ituted-4 , 3 1 , 
t -t rimethylpsor alen moiety and L is biotin. 

This oatent application is a divisional application of copending 
U.S. Ser. No. 791,232 filed Oct. 25, 1985, now U.S. Pat. Nc . 
4,617,261, which is a continuation-in-part application (CIP) of 
copending U.S. Ser. No. 653, 263 filed Dec. 18~, 1934, now U.S. 
Pat. No. 4 , 532,789 which is a CIP of copending U.S. Ser. No. 
591,811 filed Mar. 21, 1984, now abandoned. This patent 
application is also related to copending U.S. application Ser. 
Nc. 791,323 filed Oct. 25, 1935. 

177. 4,670,379, Jun. 2, 1987, Polynucleotide hydridic at i on 
-assays employing catalyzed luminescence; Jeffrey A. Miller, 
4:5/6, 28w 313; 436/531; 526/24.3, 25.32, 25.4; 933/78 [IMAGE 
AVAILABLE ] 

US PAT NO: 4,6~ 7 0,3" 7 9 [ IMAGE AVAILABLE] L15: 
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ABSTRACT : 

Polynucleotide hydridicat ion as says employing cat alyoed 
luminescence . 

1"S. 4,66S,^~\ May 26, 198" 7 , Phosphoramidi t e nucleoside 
compounds; Marvin H. Caruthers, et al . , 536/26.5, 26.^, 26.^2, 



4,665,-^ 



IMAGE AVAILABLE 



AE S T FA* Z 1 : 

A new class of nucleoside phosphoramidites which are relatively 
stable to permit isolation thereof and storage at room 
temperature. The phosphoramidites are derivatives of saturated 
secondary amines . 

1^9. 4,659,^4, Apr. 21, 195^, Support for solid-phase 
oligonucleotide synthesis; Thomas R. Webb, et al., 515/54.2, 
3 2 6 T 1 , 326.7, 327^3, 323.2, 326.5, 233.4 [IMAGE AVAILABLE] 

US PAT NO: 4,659, 774 [IMAGE AVAILABLE] L15: 179 

of 191 



This indention relates to a support for oligonucleotide synthesis 
and more particularly to a necleoside-linker /pc lymer support 
oomposite having the general formula 

P T --S' 

wherein ? f is a polymer support which bears o:-:irane, aziridine or 
epdsulfide groups or which contains good leaving groups for 
nucleophilic displacement; and S f is a nucleoside-linker having 
the general formula 

a-- ( CH . sub . 2 ) . sub . a --X-- ( CH . sub . 2 ) . sub . b --Y- - f CH . sub . 2 ) . sub . c 

i 

wherein W and Z each independently comprise a nucleophile; X and 
Y which, independently may or may not be present, comprise groups 
of high hydrophilicity ; and a, b, c are integers from 0 to 9, 
wherein a plus b plus c exceeds 6. 

150. 4,652,525, liar. 24, 1957, Recombinant bacterial plasmids 
containing the coding seauences of insulin genes; William J. 
Rutter, et al., 455/252.53, 172.5, 5 20.1, 349; 93D/10 [ IMAGE 
AVAILABLE ] 

US PAT 110: 4,652,525 [IMAGE AVAILABLE] L15: 150 
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ABSTRACT : 

A recombinant procaryotic microorganism containing the gene 
coding for insulin. 

151. 4,622,592, Nov. 11, 1956, Thiophospholipid conjugates of 
antitumor agents; Chung I. Hong, et al., 536/26.22 [IMAGE 
AVAILA3LE ] 

VS PAT NO: 4 , 622, 5 92 [ IMAGE AVAILABLE] LI 5: 151 

cf 191 
ABSTRACT : 

This invention relates to cytotoxic compounds. More particularly, 
this invention relates to conjugates of antitumor agents, and 
thiophoscholip ids exhibiting enhanced antitumor activity to 
methods for producing such compounds and to pharmaceutical 
compositions containing cyt oto:-:ical iy effective amounts of such 
compounds as a primary effective ingredient. 

" ^ 2 4 y ~ 2'^i : ~ : ""t. 14 1 ^ ~ 6 Pro cess for lab^linu nuc 1 ^ i c 



acids and hybridization probes; Edward L. Sheldon, III, et ai., 
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Nucleic acids may be labeled by intercalating the alkylating 
intercalation moiety of a labeling reagent into a partially 
double-stranded nucleic acid to form a comple:: and activating the 
complex t: cause T covalenc T bonding between the reagent and 
the nucleic acid. Preferably, the labeled nucleic acid is a 
hybridization probe for detecting nucleic acid sequences capable 
:f hybridizing with a hybridizing region of the nucleic acid. 
Also preferably the label moiety is non-radioactive. The labeling 
reagent is of the formula: 
[A— [3--L 

where A is an alkylating intercalation moiety, B is a divalent 
organic moiety of the formula: ##5TR1## where Y is 0, NH or 
M--CH0, :•: is a number from 1 to 4, y is a number from 2 to 4, and 
L is a monovalent label moiety, wherein B is exclusive of any 
portion of the intercalation and label moieties. 
Preferably A is a 4-methylene-subst ituted psoralen moiety, and 
most preferably A is a 

4 1 -methylene-substitut ed-4 , 5 1 , 8-t rimethylpsoralen mceity and L is 
biot m . 

183. 4,587,044, May 6, 1986, Linkage of proteins to nucleic 
acids; Paul 5. Miller, et al., 530/322; 424/179.1; 435/6, 177, 
i:0, 131; 53V03 58 , 891.9; 536 / 22.1, 25.32, 25.5, 26.12, 26.14, 
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A nucleic acid-protein conjugate which is specific with respect 
to a selected living cell is prepared by linking said nucleic 
acid to a protein specific to said living cell. 

184. 4,:82, 7 89, Apr. 15, 1986, Process for labeling nucleic 
acids using psoralen derivatives; Edward L. Sheldon, III, et al . , 
435/6, ~\5, 7.3; 436/801; 930/10; 935/77, 78 [IMAGE AVAILABLE: 
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ABSTRACT : 

A labeling reaqent of the formula: 



is prepared where A is an alkylating intercalation moiety, I 
divalent organic spacer arm moiety with a straight chain of 
least two carbon atoms, and L is a monovalent label moiety 
capable of producing a detectable signal, e.g., a signal 
detectable by spectroscopic, photochemical, chemical, 
immunochemical or biochemical means. Preferably A is a 



4 ' -methylene-substitut ed psoralen moiety, and most preferably A 
is a 4 1 -methylene-subs t itut ed 4 , 5 1 , 3-t rimethylpsoralen moiety. 
This reagent may be used to label nucleic acids, preferably 2NA 
by intercalating the alkylating intercalation moiety of the 
reagent intc an at least partially double-stranded nucleic acid 
to form a ccmple:-: and activating the comple:-: to cause ▼ covale: 
▼ bonding between the reagent and the nucleic acid. Preferably 
the labeled nucleic acid is a hybridization probe for detecting 
nucleic acid sequences capable of hybridizing with a hydridizm 
region of the nucleic acid. Also preferably the label moiety is 
non-radioactive . 

This reagent may also be used in chromosome banding to label 
specific regions of chromosomes and thereby differentiate them. 

135. 4,563,417, Jan. 7, 1956, Nucleic acid hybridization assay 
empioyina antibodies to intercalation completes; James P. 
Albarella, et al . , 435/6, 7.5, 7.9, 966, 975; 4 56/504 ; 556/24.3 
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ABSTRACT: 

Nucleic acid hybridization assay methods and reagent systems fo 
detecting a particular polynucleotide sequence in a test medium 
An aggregate is formed in the assay reaction mi::ture comprising 
intercalation completes between a nucleic acid intercalates and 
double stranded nucleic acid associated with the hybridization 
product of the sequence to be detected and a nucleic acid probe 
sequence. Hybridization of the probe with the sequence to be 
detected can then be determined by addition of an antibody, or . 
fragment thereof, capable of binding with the intercalation 
comple::es in one formed aggregate and measuring the antibody or 
fragment thereof which becomes bound to such intercalation 
completes associated with hybridized probe. In one preferred 
embodiment, this method eliminates the need to chemically modif} 
the probe in order to form a labeled reagent. In another 
embodiment, the method provides an advantageous method for 
labeling the probe by chemical modification. 
13 6. 4,530,914, Jul. 12, 1985, Method for conferring 
bacteriophage resistance to bacteria; Charles L. Hershberger, e 
al., 435/172.5, 69.1, 69.3, 69.4, 69.5, 69.51, 59.52, 69.6, 
91.41, 252.2, 252.2, 252.31, 252.33, 2:2.34, 252.35, 322.1, 349 
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ABSTRACT : 

A novel method for protecting a baoterium from a naturally 
occurring bacteriophage and the cloning vectors and transforman 
for carrying out the aforementioned method are disclosed. 

1S~". 4,530,^3^, Feb. 19, 19S5, Nucleosides useful in the 
preparation of polynucleotides; Marvin H. Caruthers, et al . , 
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New and useful intermediate nucleotides bound to an inorganic 
polymer support, including the preparation thereof, and processes 
for the conversion to oligonucleotides which are especially 
useful for the synthesis of polynucleotides, particularly 
ribonucleic (RITA) and deoxyribonucleic acids (DNA) . 

188. 4,458,066, Jul. 8, 1984, Process for preparing 

ool vnucleotides ; Marvin H. Caruthers, et al., 5 2 6/25. 34, 26.5, 
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ABSTRACT : 

Vew and useful intermediate nucleotides bound to an inorganic 
polymer support, including the preparation thereof, and processes 
for the conversion to oligonucleotides which are especially 
useful for the synthesis of polynucleotides, particularly 
ribonucleic (RITA) and deoxyribonucleic acids (DNA) . 

189. 4,440,859, Apr. 2, 1984, Method for producing recombinant 
bacterial plasmids containing the coding sequences of higher 
organisms; William J. Rutter, et al., 435/91.41, 69.1, 69.4, 
172.3, 313.1; 935/4, 18, 29 [IMAGE AVAILABLE] 
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ABSTRACT : 

Microorganism having a gene derived from a higher organism is 
produced by isolating cells from a higher organism containing 
messenger RNA, extracting the messenger RNA, synthesizing a 
double stranded cDNA using the messenger RNA as a template, 
inserting the cDNA into a plasmid and transforming a 
microorganism with the resultant recombinant plasmid. 

190. 4,415,732, Nov. 15, 1933, Phosphoramidit e compounds and 
processes; Marvin H. Caruthers, et al . , 536/26.5, 26.7, 26.72, 
2 6.8 [ IMAGE AVAILABLE ] 
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ABSTRACT : 

A new class of nucleoside phosphoramidites which are relatively 
stable to permit isolation thereof and storage at room 
temperature. The phosphoramidites are derivatives of saturated 
sagondary amines . 
( 1 9 1 4 , 283,39i, Aug. 11, 1931, Cytotoxic 

Nvac^eoside-c ort icost ercid ohosphodies t ers ; Charles F. . West, et 
alT, 514/26; 536/5, 6, 6.2^ [IMAGE AVAILABLE] 
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